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NOVEL S j[JI£QNAM^ Cgfljg^QIINDS^^ . 

FIELD OF INVENTION 

5 The present invention relates to novel compounds which contain a sulfonamide moiety, and 

pharmaceutical compositions containing invention compounds. In addition, the present invention 
relates to therapeutic methods for the treatment and prevention of various disease conditions, especially 
Alzheimer's disease and other diseases relating to the deposition of amyloid. 

BACKGROUND OF THE INVENTION 

,7|0 Alzheimer's disease (AD) is a progressive* neurodegenerative disease characterized by memory 

*J = loss, language deterioration, impaired visuospatial skills, poor judgment, and indifferent attitude. It is 

l:\ the most common form of dementia, affecting nearly 50% of the elderly population over 85 years of 

J ' age. There is currently no effective treatment to prevent the disease. 

One of the major histopathological hallmarks of Alzheimer's disease is senile plaques which 
jrjS are found only in the brain, and especially in regions associated with memory, reasoning and cognition. 
y± The major constituent of senile plaques is amyloid p protein, an insoluble 40-42 amino acid 
jf polypeptide. Amyloid p protein is normally found in the plasma and cerebrospinal fluid of healthy 
njj individuals although its function is unknown. In the disease state increased production and/or reduced 
removal of amyloid p protein results in increases in protein levels in plasma and cerebrospinal fluid and 
20 accumulation of the protein in the brain. 

Amyloid P protein is derived from amyloid precursor protein (APP) by proteolytic cleavage. 
Processing of APP to amyloid p protein and other APP cleavage fragments is governed by a group of 
enzymes termed secretases. One type of secretase, y-secretase, is responsible for the protein cleavage 
that gives rise to amyloid p protein. Although the existence of a protein having the activity of y- 
25 secretase has been suggested, neither the gene encoding the protein, nor the protein itself has been 
completely isolated and characterized. 

Thus, there is a continuing need in the art for compounds that can specifically inhibit 
proteolytic cleavage of APP, thereby inhibiting amyloid P protein production. The present invention 
meets this and related needs by providing a family of novel compounds and related methods of use. 
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BRIEF DESCRIPTION OF THE INVENTION 



In accordance with the present invention, we have discovered a class of sulfonamide 
compounds that inhibit amyloid p protein production. Compounds of the invention contain a core 
sulfonamide group. Variable moieties are connected to the sulfur atom and nitrogen atom of the 
sulfonamide group and include substituted or unsubstituted hydrocarbyl moieties, substituted or 
unsubstituted heterocyclic moieties, polycyclic moieties, halogen, alkoxy, ether, ester, amide, sulfonyl, 
sulfonamidyl, sulfide, and carbamate. 

Invention compounds are capable of a wide variety of uses. For example, invention 
sulfonamide compounds can act to modulate amyloid p protein and are useful in the prevention and/or 
treatment of a variety of diseases. Without wishing to be bound by any theory, invention compounds 
are believed to act by blocking the proteolytic processing pathways that result in the formation of 
amyloid p proteins. Invention compounds are believed to act by inhibiting proteolytic cleavage of 
amyloid precursor protein (APP), the large precursor protein from which amyloid P protein is derived. 
Therapeutic indications for compounds with this inhibitory activity include disorders of the central 
nervous system in which amyloid p protein accumulates in the cerebral extracellular perivascular space, 
such as Alzheimer's disease. Pharmaceutical compositions containing invention compounds also have 
wide utility. 



DETAILED DESCRIPTION OF THE INVENTION 



In accordance with the present invention, there are provided compounds having the structure: 



D 



G 



\ / 




O 



and pharmaceutical^ acceptable salts thereof, wherein: 



D is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, halogen, alkoxyl, ester, amide, or 



D and G, taken together, form a substituted or unsubstituted cyclic moiety; and 



E, is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, 
sulfonamidyl, sulfide or alkoxyl; or 
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E and J, taken together, form a substituted or unsubstituted cyclic moiety; and 

G, when not part of a cyclic moiety including D, is substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, 
ester, ether or carbamate; and 

5 J, when not part of a cyclic moiety including E, is substituted or unsubstituted hydrocarbyl, 

heterocycle optionally having one or more double bonds. 

As employed herein, "hydrocarbyl" refers to straight chain, branched chain and cyclic (i.e., ring- 
containing) monovalent and bivalent radicals derived from saturated or unsaturated moieties containing 
only carbon and hydrogen atoms. Straight and branched chain radicals have in the range of about 1 up 
10 to 12 carbon atoms and cyclic hydrocarbyl radicals have in the range of about 3 up to about 20 carbon 
atoms. The term "substituted hydrocarbyl" refers to hydrocarbyl moieties further bearing substituents 
^ as set forth below. 

p Exemplary straight or branched chain hydrocarbyl moieties include alkyl moieties, alkenyl 

J? moieties, polyalkenyl (e.g., dialkenyl moieties, and trialkenyl moieties), alkynyl moieties, alkadiynal 
vd5 moieties, alkatriynal moieties, alkenyne moieties, alkadienyne moieties, alkenediyne moieties, and the 

L like - 

lI Exemplary cyclic hydrocarbyl moieties include cycloalkyl moieties, cycloalkenyl moieties, 

y cycloalkadienyl moieties, cycloalkatrienyl moieties, cycloalkynyl moieties, cycloalkadiynyl moieties, 
SI aromatic moieties, spiro hydrocarbon moieties wherein two rings are joined by a single atom which is 
20 the only common member of the two rings (e.g., spiro[3.4]octanyl, and the like), bicyclic hydrocarbon 
moieties wherein two rings are joined and have at least two atoms in common (e.g., bicyclo 
[3.2.1]octane, bicyclo [2.2.1]hept-2-ene, and the like), ring assemblies wherein two or more cyclic 
systems (i.e., single rings or fused systems) are directly joined to each other by single or double bonds, 
and the number of such ring junctions is one less than the number of cyclic systems involved (e.g~ 
25 biphenylyl, biphenylylene, radicals of /?~terphenyl, cyclohexylbenzyl, and the like), polycyclic moieties, 
and the like; 

"alkyl" refers to straight or branched chain alkyl radicals having in the range of about 1 up to 12 
carbon atoms; "substituted alkyl" refers to alkyl radicals further bearing one or more substituents such as 
cycloalkyl, cycloalkenyl, aryl, heterocycle optionally having one or more double bonds, halogen, alkoxy, 
30 cyano, cyanomethyl, nitro, amino, amide, amidine, hydroxy, carboxyl, carbamate, ether, ester, sulfonyl, 
sulfonamide, mercapto, and the like; "lower alkyl" refers to alkyl radicals having in the range of about 1 up 
to 6 carbon atoms; "substituted lower alkyl" refers to lower alkyl radicals further bearing one or more 
substituents as set forth above; 
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"alkenyl" refers to straight or branched chain hydrocarbyl radicals having at least one carbon- 
carbon double bond, and having in the range of about 2 up to 12 carbon atoms, and "substituted alkenyl" 
refers to alkenyl radicals further bearing one or more substituents as set forth above; "lower alkenyl" refers 
to alkenyl radicals having in the range of about 2 up to 6 carbon atoms; "substituted lower alkenyl" refers 
to lower alkenyl radicals further bearing one or more substituents as set forth above; 

"alkynyl" refers to straight or branched chain hydrocarbyl radicals having at least one carbon- 
carbon triple bond, and having in the range of about 2 up to 12 carbon atoms, and "substituted alkynyl" 
refers to alkynyl radicals further bearing one or more substituents as set forth above; 

"cycloalkyl" refers to ring-containing radicals containing in the range of about 3 up to 20 carbon 
atoms, and "substituted cycloalkyl" refers to cycloalkyl radicals further bearing one or more substituents as 
set forth above; 

"cycloalkenyl" refers to ring-containing radicals having at least one carbon-carbon double bond in 
the ring, and having in the range of about 3 up to 20 carbon atoms, and "substituted cycloalkenyl" refers to 
cyclic alkenyl radicals further bearing one or more substituents as set forth above; 

"cycloalkynyl" refers to ring-containing radicals having at least one carbon-carbon triple bond in 
the ring, and having in the range of about 7 up to 20 carbon atoms, and "substituted cycloalkynyl" refers to 
cyclic alkynyl radicals further bearing one or more substituents as set forth above; 

"aromatic" refers to hydrocarbyl radicals having one or more polyunsaturated carbon rings having 
aromatic character, and having in the range of about 6 up to about 14 carbon atoms, and "substituted 
aromatic" refers to aromatic radicals further bearing one or more substituents as set forth above; 

"aryl" refers to mononuclear aromatic radicals having 6 carbon atoms and fused ring aromatic 
radicals having up to about 14 carbon atoms, Le. polynuclear aromatic radicals, and "substituted aryl" 
refers to aryl radicals further bearing one or more substituents as set forth above; 

"alkylene" refers to divalent alkyl moieties wherein said moiety serves to link two structures 
together; "substituted alkylene" refers to alkylene moieties further bearing one or more substituents as set 
forth above; 

"alkenylene", refers to divalent alkenyl moieties wherein said moiety serves to link two structures 
together; "substituted alkenylene" refers to alkenylene moieties further bearing one or more substituents as 
set forth above; 
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"arylene" refers to divalent aryl moieties wherein said moiety serves to link two structures 
together; "substituted arylene" refers to arylene moieties further bearing one or more substituents as set 
forth above; 

"heterocycle" refers to ring-containing monovalent and bivalent radicals having one or more 
5 heteroatoms (eg,, N, O, S) as part of the ring structure, and having in the range of 3 up to 20 atoms in the 
rings. Heterocyclic moieties may be saturated or unsaturated containing one or more double bonds, and 
may contain more than one ring. Heterocyclic moieties include, for example, monocyclic moieties such as 
piperazinyl, morpholinyl, thiomorpholinyl, imidazolyl, pyrimidinyl, isothiazolyl, isoxazolyl, pyrazinyl, 
pyrimidinyl, pyrazolyl, pyrrolyl, furanyl, pyranyl, thienyl, isoimidazolyl, triazolyl, dithiolyl, oxadithiolyl, 
10 isoxazolyl, oxazolyl, thiazolyl, isothiazolyl, pyronyl, dioxinyl, pyridinyl, pyridazinyl, triazinyl, oxazinyl, 
isoxazinyl, and the like, bicyclic heterocyclic moieties such as azabicycloalkanyl moieties, oxabicycloalkyl 
moieties, and the like, spiro compounds containing heteroatoms, and ring assemblies containing 
heteroatoms. The term "substituted heterocycle" refers to heterocycles further bearing one or more 
substituents as set forth above. Exemplary radicals include radicals of polycyclic, bicyclic and spiro 




15 heterocycles such as s 

"halogen" refers to fluoride, chloride, bromide or iodide radicals; 

"cyclic moiety'* refers to substituted and unsubstituted cyclic hydrocarbyl moieties, as described 
above, and substituted and unsubstituted heterocycles, as described above; 

"alkoxy" refers to radicals of the general formula -O-R, where R is substituted or unsubstituted 
20 hydrocarbyl; exemplary alkoxy radicals include methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, 
t-butoxy, and the like; 

"ether" refers to radicals of the general formula -R'-O-R", where R' and R" are independently 
substituted or unsubstituted hydrocarbyl, or substituted or unsubstituted heterocycle optionally having one 
or more double bonds, 

25 "ester" refers to radicals of the general formulae -C(0)0-R and -0-C(0)R , where R is substituted 

or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally having one or more 
double bonds; it is understood that the carbon atom of the ester group may be linked directly to the moiety 
of which ester is a substituent, or may be linked via a linker, such as substituted or unsubstituted alkylene, 
alkenyiene, arylene, and the like; 
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"amine" refers to radicals of the general formula -NRR\ R and R' are independently hydrogen, 
substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally having one 
or more double bonds, alkoxy, ether, ester, amide. Thus, the radical may be a primary amine of the 
general formula, -NH 2 , a secondary amine of the general formula -NHR, or a tertiary amine of the 
5 general formula -NRR\ It is understood that R and R' may cooperate to form a cyclic moiety having a 
nitrogen atom as a member of a ring; and that the nitrogen atom of the amine group may be linked directly 
to the moiety of which amine is a substituent, or may be linked via a linker, such as substituted or 
unsubstituted alkylene, alkenylene, aryiene, and the like; 

"amide" refers to radicals of the general formula -C(0)NRR', wherein R and R' are independently 
1 0 hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally 
having one or more double bonds; it is understood that R and R' may cooperate to form a cyclic moiety 
having a nitrogen atom as a member of a ring; and that the carbon atom of the amide group may be linked 
directly to the moiety of which amide is a substituent, or may be linked via a linker, such as substituted or 
7; unsubstituted alkylene, alkenylene, aryiene, and the like; 

y3 1 5 "sulfide" refers to radicals of the general formula -SR, wherein R is substituted or unsubstituted 

!. t hydrocarbyl, substituted or unsubstituted heterocycle optionally having one or more double bonds, ester, 
s amine, amide, and the like; 

"suifonyl" refers to moieties containing a sulfbnyl radical (-S0 2 -); 

D "sulfonamidyl" refers to moieties containing a sulfonamide radical (-SCVNRR'), wherein R and 

s **" 20 R' are independently substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle 

optionally having one or more double bonds; it is understood that R and R' may cooperate to form a cyclic 
moiety having a nitrogen atom as a member of a ring; and that the sulfur atom of the sulfonamide radical 
may be linked directly to the moiety of which amide is a substituent, or may be linked via a linker, such as 
substituted or unsubstituted alkylene, alkenylene, aryiene, ether, ester, and the like; 

25 "carbamate" refers to moieties containing a radical having the general formula -OC(0)~NRR' 

wherein R and R' are independently substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds; it is understood that R and R' may cooperate to 
form a cyclic moiety having a nitrogen atom as a member of a ring; and that the oxygen atom of the 
carbamate group may be linked directly to the moiety of which carbamate is a substituent, or may be linked 

30 via a linker, such as substituted or unsubstituted alkylene, substituted or unsubstituted alkenylene, ether, 
ester, and the like; 

In accordance with the present invention, D is hydrogen, substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, halogen, alkoxyl, 
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ester or amide, or D and E, taken together, form a substituted or unsubstituted cyclic moiety. In accordance 
with one embodiment of the invention, D is substituted or unsubstituted hydrocarbyl. Moieties 
contemplated for use in this embodiment of the invention include those wherein D is hydrogen or 
substituted or unsubstituted lower alkyl, with hydrogen and unsubstituted lower alkyl preferred, and 
5 hydrogen and unsubstituted methyl especially preferred- 
Further in accordance with the present invention, E is selected from substituted or unsubstituted 
hydrocarbyl, heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, 
sulfonamidyl or sulfide. Presently preferred compounds of the invention are those wherein E is substituted 
or unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted 
10 or unsubstituted cycloalkyl, substituted or unsubstituted heterocycle optionally having one or more double 
bonds, substituted or unsubstituted polycyclic moiety, substituted or unsubstituted aryl, and the like. 
Especially preferred moieties include substituted or unsubstituted aryl; when E is substituted aryl, a mono- 
substituted or di-substituted aryl is preferred, and preferred substituents are halogen, ester, alkyl, sulfur- 
ffl linked alkyl, N0 2 , SOi, and the like, with halogen especially preferred. 

€11 5 In accordance with the present invention, G is substituted or unsubstituted hydrocarbyl, substituted 

%l or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, ester, ether or 
f carbamate. Thus, G can be substituted or unsubstituted alkyl, substituted or unsubstituted alkenyl, 

fij substituted or unsubstituted alkynyl, substituted or unsubstituted cycloalkyl, substituted or unsubstituted 
^ aryl, substituted or unsubstituted cyclic moiety, ester, amide, carboxylate, and the like. 

20 In one embodiment of the invention, G is substituted or unsubstituted alkyl, with substituted lower 

alkyl presently preferred. Presently preferred substituents are halogen and heterocycle optionally 
containing one or more double bonds such as imidazolyl, morpholinyl, pyrazolyU pyrrolyl, 1,2,3-triazolyl, 
1,2,4-triazolyl, tetrazolyl, and 5-methyltetrazolyl, and the like. In another embodiment of the invention, G 
is substituted or unsubstituted alkenyl, with substituted lower alkenyl preferred. A presently preferred 

25 substituent of lower alkenyl is halogen. In yet another embodiment of the invention, G is unsubstituted 
alkynyl, with lower unsubstituted alkynyl presently preferred. In still another embodiment of the invention, 
G is unsubstituted cycloalkyl. 

In accordance with another embodiment of the invention, G is a substituted or unsubstituted cyclic 
moiety. Presently preferred cyclic moieties include substituted or unsubstituted naphthalenyl; when 
30 substituted, preferred substituents are ether moieties, especially 1 -piperidinyl propoxyl. 

In accordance with still another embodiment of the invention, G is an ester, represented by the 
formula -C(0)-OR. In presently preferred embodiments of the invention, R is substituted or unsubstituted 
lower alkyl or substituted aryl. 
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In accordance with another embodiment of the invention, G is carboxylate. 

In accordance with a further embodiment of the invention, G is substituted or unsubstituted aryl 
When G is substituted aryl, presently preferred substituents are substituted or unsubstituted alkyl, 
substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, halogen, amide, ester, hydroxy, 
5 sulfonamide, sulfonyl, ether, and radicals of the general formula -0(CH 2 ) n -S-aryl, wherein n is 1 to 6. 

In accordance with the present invention, J is a moiety attached to the sulfur atom of a sulfonamide 
group. J is substituted or unsubstituted hydrocarbyl, heterocycle optionally having one or more double 
bonds, or J and E, taken together, form a substituted or unsubstituted cyclic moiety. Thus J can be 
substituted or unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted aryl, 
10 substituted or unsubstituted heterocycle optionally having one or more double bonds, or J and E, taken 
together can form a substituted or unsubstituted polycyclic moiety or substituted or unsubstituted ring 
~S assembly. 

tfj In accordance with a particular embodiment of the invention, J is substituted or unsubstituted alkyl, 

with substituted or unsubstituted lower alkyl presently preferred. Substituents of alkyl presently preferred 

nH5 in this embodiment are substituted and unsubstituted aryl. In accordance with another embodiment of 
invention, J is substituted or unsubstituted alkenyl with substituted lower alkenyl preferred, and aryl a 
S3 preferred substituent 

a In accordance with still another embodiment of the invention, J is a substituted or unsubstituted 

O polycyclic moiety. Thus J can be pentaiene, indene, naphthalene, azulene, and the like. Moieties 
w 20 contemplated for use in this embodiment of the present invention include substituted or unsubstituted 
naphthalene; preferred substituents are secondary and tertiary amines. 

In accordance with yet another embodiment of the invention, J is substituted or unsubstituted 
heterocycle optionally containing one or more double bonds. Moieties contemplated for use in this 
embodiment of the invention include those where J is isothiazolyl, thiazolyl, thiazinyl, thiazepinyl, and the 
25 like, with substituted thiazolyl preferred. 

In still another embodiment of the invention, J is substituted or unsubstituted aryl. When J is 
substituted, preferred substituent moieties include alkyl, -O-alkyI, -S-alkyl, -S-aryl, halogen, nitro and 
trifluoromethyl. 

In yet another embodiment of the invention, J cooperates with E to form a substituted or 
30 unsubstituted polycyclic moiety. Thus, J can be a fused moiety such as substituted or unsubstituted 
bicyclic, or a substituted or unsubstituted ring assembly. Moieties contemplated for use in this embodiment 
include substituted and unsubstituted naphthalenyl and substituted and unsubstituted biphenylyl. 
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Those of skill in the art will recognize that multiple isomers exist for a single chemical formula; 
each of the possible isomeric forms of the various empirical formulae set forth herein are contemplated by 
the invention. 

Those of skill in the art recognize that invention compounds may contain one or more chiral 
5 centers, and thus can exist as racemic mixtures as well as in individual enantiomeric forms. For many 
applications, it is preferred to carry out stereoselective syntheses and/or to subject the reaction product 
to appropriate purification steps so as to produce substantially optically pure materials. Suitable 
stereoselective synthetic procedures for producing optically pure materials are well known in the art, as 
are procedures for purifying racemic mixtures into optically pure fractions. Those of skill in the art will 
10 further recognize that invention compounds may exist in polymorphic forms wherein a compound is 
capable of crystallizing in different forms. Suitable methods for identifying and separating 
polymorphisms are known in the art. 

Tfi In accordance with another embodiment of the present invention, there are provided 

yj pharmaceutical compositions comprising sulfonamide compounds as described above, in combination with 
S pharmaceutical^ acceptable carriers. Optionally, invention compounds can be converted into non-toxic 
ijU acid addition salts, depending on the substituents thereon. Thus, the above-described compounds 
^1 (optionally in combination with pharmaceutically acceptable carriers) can be used in the manufacture of 
- medicaments useful for the treatment of a variety of indications . 

12 "Pharmaceutically acceptable salt" refers to a salt of the compound used for treatment which 

W possesses the desired pharmacological activity and which is physiologically suitable. The salt can be 
^ formed with organic acids such as acetate, adipate, alginate, aspartate, benzoate, benzenesulfonate, 
butyrate, citrate, camphorate, camphorsulfonate, cyclopentanepropionate, digluconate, dodecylsulfate, 
ethanesulfonate, fumarate, glucoheptanoate, glycerophosphate, heptanoate, hexanoate, 
2-hydroxyethanesulfonate, lactate, malate, maleate, methanesulfonate, 2-naphthalenesulfonate, 
25 nicotinate, oxalate, tartrate, toluenesulfonate, undecanoate, and the like. The salt can also be formed 
with inorganic acids such as sulfate, bisulfate, chlorate, perchlorate, hemisulfate, hydrochloride, 
hydrobromide, hydroiodide, and the like. In addition, the salt can be formed with a base salt, including 
ammonium salts, alkali metal salts such as sodium salts, potassium salts, and the like; alkaline earth 
metal salts such as calcium salts, magnesium salts, and the like; salts with organic bases such as 
30 dicyclohexylamine salts, A^-methyl-D-glucamine, phenylethylamine, and the like; and salts with amino 
acids such as arginine, lysine, and the like. 

Sulfonamide compounds as described above can be readily prepared using synthetic chemistry 
techniques known to those of skill in the art. See the Examples section herein for detailed description 
of numerous exemplary synthetic protocols. 



WO 00/50391 10 



PCT/US00/04560 



In accordance with the present invention, a method of modulating the level of Amyloid 
Precursor Protein (APP) is provided. The method includes contacting APP with at least one 
sulfonamide compound according to the invention. As employed herein, the phrase "modulating the 
level of refers to altered levels of protein so that the level is different as a result of employing the 
invention method when compared to the level without employing the invention method. Modulating 
the level of APP includes the suppression or augmentation of the level of any one of a number of APP 
proteins such as a full-length APP, APP proteins having deletions, additions or substitutions of ammo 
acids, APP proteins that are fragments of full-length APP protein, soluble APP (s-APP), insoluble APP, 
and the like. Exemplary APP proteins include APP 770 , APP 7S1 , APP 695wt , APP 670/671 , APP 670/671/717 , 
sAPP, a-sAPP, p-sAPP, and the like. 

A variety of APP proteins are found in neural and non-neural tissues. APP 770 and APP 75 i are 
wild-type APPs of 770 and 751 amino acid residues, respectively, that are found in non-neural tissues. 
APP 695wt is an APP of 695 residues that is expressed in neurons. APP 670 / 6 7i is human APP, 695 residues 
in length, that has mutations at codons 670 and 671 (Swedish double mutation). APP 670/671/717 is a 
similar to APP 670 / 6 7i with an additional mutation at codon 717 (Phe for Val). sAPP is soluble APP, 
a-sAPP is a-secretase-cleaved soluable APP and (3-sAPP is p-secretase-cleaved APP. 

In accordance with another embodiment of the invention, there are provided methods of treating a 
wide variety of disease conditions, said method comprising administering to a patient in need thereof a 
therapeutically effective amount of at least one of the sulfonamide compounds described above. 

APP is believed to be involved in numerous disease states. Therefore, modulating the level of 
APP also provides a variety of therapeutic applications, such as the treatment of amyloid angiopathy, 
cerebral amyloid angiopathy, systemic amyloidosis, Alzheimer's disease, hereditary cerebral 
hemorrhage with amyloidosis of the Dutch type, inclusion body myositis, Down's syndrome, and the 
like. 

As used herein, "treating" refers to inhibiting or arresting the development of a disease, 
disorder or condition and/or causing the reduction, remission, or regression of the symptoms of a 
disease, disorder or condition. Those of skill in the art will understand that various methodologies and 
assays may be used to assess the development of a disease, disorder or condition, and similarly, various 
methodologies and assays may be used to assess the reduction, remission or regression of a disease, 
disorder or condition. 



As used herein, "administering" refers to means for providing sulfonamide compounds and/or salts 
thereof, optionally employing pharmaceutical^ acceptable carriers, as described herein, to a patient, using 
any suitable method of delivery, e.g., oral, sublingual intravenous, subcutaneous, transcutaneous, 
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intramuscular, intracutaneous, intrathecal, epidural, intraoccular, intracranial, inhalation, rectal, vaginal, 
and the like administration. Administration in the form of creams, lotions, tablets, capsules, pellets, 
dispersible powders, granules, suppositories, syrups, elixirs, lozenges, injectable solutions, sterile aqueous 
or non-aqueous solutions, suspensions or emulsions, patches, and the like, is also contemplated. The active 
5 ingredients may be compounded with non-toxic, pharmaceutically acceptable carriers including, glucose, 
lactose, gum acacia, gelatin, mannitol, starch paste, magnesium trisilicate, talc, corn starch, keratin, 
colloidal silica, potato starch, urea, dextrans, and the like. 

"Contacting" as employed herein may include administering in solution or in solid phase. 

For purposes of oral administration, tablets, capsules, troches, aqueous or oily suspensions, 
10 dispersible powders or granules, emulsions, hard or soft capsules, or syrups, elixirs and lozenges 
containing various excipients such as calcium carbonate, lactose, calcium phosphate, sodium phosphate, 
and the like may be employed along with various granulating and disintegrating agents such as corn 
% starch > P otato starch > alginic acid, and the like, together with binding agents such as gum tragacanth, 
gj corn starch, gelatin, acacia, and the like. Lubricating agents such as magnesium striethylaminerate, 
|| striethylamineric acid, talc, and the like may also be added. Preparations intended for oral use may be 
yp prepared according to any methods known to the art for the manufacture of pharmaceutical preparations 
^ and such preparations may contain one or more agents selected from the group consisting of a sweetening 
: , agent such as sucrose, lactose, saccharin, and the like, flavoring agents such as peppermint, oil of 
jjj wintergreen, and the like, coloring agents and preserving agents in order to provide pharmaceutically 
g£> palatable preparations. Preparations for oral use may also contain suitable carriers include emulsions, 
z? solutions, suspensions, syrups, and the like, optionally containing additives such as wetting agents, 
ry emulsifying and suspending agents, sweetening, flavoring and perfuming agents, and the like. Tablets may 
be uncoated or they may be coated by known techniques to delay disintegration and absorption in the 
gastrointestinal tract and thereby provide a sustained action over a longer period of time. 

25 For the preparation of oral liquids, suitable carriers include emulsions, solutions, suspensions, 

syrups, and the like, optionally containing additives such as wetting agents, emulsifying and suspending 
agents, sweetening, flavoring and perfuming agents, and the like. 

For the preparation of fluids for parenteral administration, suitable carriers include sterile aqueous 
or non-aqueous solutions, suspensions, or emulsions. For parenteral administration, solutions for the 
30 practice of the invention may comprise sterile aqueous saline solutions, or the corresponding water 
soluble pharmaceutically acceptable metal salts, as previously described. For parenteral administration, 
solutions of the compounds used in the practice of the invention may also comprise non-aqueous 
solutions, suspensions, emulsions, and the like. Examples of non-aqueous solvents or vehicles are 
propylene glycol, polyethylene glycol, vegetable oils, such as olive oil and corn oil, gelatin, and injectable 
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organic esters such as ethyl oleate, and the like. Such dosage forms may also contain adjuvants such as 
preserving, wetting, emulsifying, and dispersing agents. They may be sterilized, for example, by filtration 
through a bacteria-retaining filter, by incorporating sterilizing agents into the compositions, by irradiating 
the compositions, or by heating the compositions. They can also be manufactured in the form of sterile 
water, or some other sterile injectable medium immediately before use. 

Aqueous solutions may also be suitable for intravenous, intramuscular, intrathecal, 
subcutaneous, and intraperitoneal injection. The sterile aqueous media employed are all readily 
obtainable by standard techniques well known to those skilled in the art. They may be sterilized, for 
example, by filtration through a bacteria-retaining filter, by incorporating sterilizing agents into the 
compositions, by irradiating the compositions, by heating the compositions, and the like. They can also be 
manufactured in the form of sterile water, or some other sterile medium capable of injection immediately 
before use. 

Compounds contemplated for use in the practice of the present invention may also be administered 
in the form of suppositories for rectal or vaginal administration. These compositions may be prepared by 
mixing the drug with a suitable non-irritating excipient, such as cocoa butter, synthetic glyceride esters of 
polyethylene glycols, and the like, such materials being solid at ambient temperatures but liquify and/or 
dissolve in internal cavities to release the drug. 

The preferred therapeutic compositions for inocula and dosage will vary with the clinical 
indication. Some variation in dosage will necessarily occur depending upon the condition of the patient 
being treated, and the physician will, in any event, determine the appropriate dose for the individual 
patient. The effective amount of compound per unit dose depends, among other things, on the body 
weight, physiology, and chosen inoculation regimen. A unit dose of compound refers to the weight of 
compound without the weight of carrier (when carrier is used). 

The route of delivery compounds and compositions used for the practice of the invention is 
determined by the disease and the site where treatment is required. Since the pharmacokinetics and 
pharmacodynamics of the compounds and compositions described herein will vary somewhat, the most 
preferred method for achieving a therapeutic concentration in a tissue is to gradually escalate the dosage 
and monitor the clinical effects. The initial dose, for such an escalating dosage regimen of therapy, will 
depend upon the route of administration. 

In accordance with invention methods, the medicinal preparation can be introduced 
parenterally, by dermal application, and the like, in any medicinal form or composition. It is used as a 
solitary agent of medication or in combination with other medicinal preparations. Single and multiple 
therapeutic dosage regimens may prove useful in therapeutic protocols. 



WO 00/50391 13 PCT/USOO/04560 

As employed herein, the phrase "a therapeutically effective amount", when used in reference to 
invention methods employing sulfonamide compounds and pharmaceutically acceptable salts thereof, 
refers to a dose of compound sufficient to provide circulating concentrations high enough to impart a 
beneficial effect on the recipient thereof. The specific therapeutically effective dose level for any 
particular patient will depend upon a variety of factors including the disorder being treated, the severity 
of the disorder, the activity of the specific compound used, the route of administration, the rate of 
clearance of the specific compound, the duration of treatment, the drugs used in combination or 
coincident with the specific compound, the age, body weight, sex, diet and general health of the patient, 
and like factors well known in the medical arts and sciences. Dosage levels typically fall in the range 
of about 0.001 up to 100 mg/kg/day; with levels in the range of about 0.05 up to 10 mg/kg/day being 
preferred. 

In still another embodiment of the invention, there are provided methods for preventing disease 
conditions in a subject at risk thereof, said method comprising administering to said subject a 
therapeutically effective amount of at least one of the sulfonamide compounds described above. 

As used herein, the phrase "preventing disease conditions" refers to preventing a disease, 
disorder or condition from occurring in a subject who may be at risk for the disease, but has not yet 
presented any symptoms thereof. Those of skill in the art will understand that a variety of methods may 
be used to determine a subject at risk for a disease, and that whether a subject is at risk for a disease will 
depend on a variety of factors known to those of skill in the art, including genetic make-up of the 
subject, age, body weight, sex, diet, general physical and mental health, occupation, exposure to 
environmental conditions, marital status, and the like, of the subject. 

"Subject in need thereof is intended to mean a mammal, e.g., humans, domestic animals and 
livestock, having or at risk of having one or more diseases associated with a modified level of APP. 

Those of skill in the art can readily identify a variety of assays that can be used to assess the 
activity of sulfonamide compounds of the invention. For example, one can use in vitro cell-based 
assays to assess amyloid p protein production in cells that are exposed to invention compounds 
compared to cells exposed to control conditions. For such assays, transfected cells that stably express 
various forms of APP and from which amyloid p protein is secreted are used. Methods to measure 
amyloid p protein, such as immunoprecipitation, enzyme-linked immunosorbant assay (ELISA) and 
radioimmunoassay, and the like are known in the art. Immunoprecipitation methodology can be used to 
detect radiolabeled amyloid p protein derived from transfected cells having 35 S-methionine-labeled 
APP (Haass et al, (1992) Nature, 252:322-325 and Shoji et al. (1992) Science, 25^:126-129). ELISA 
can be used to detect unlabeled amyloid p protein (Seubert et al (1992) Nature, 252:325-327). 
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The invention will now be described in greater detail by reference to the following non-limiting 
examples. 

EXAMPLE 1 

(5)-5-[[dimethyl(14-dimethylethyI)silyI]oxy]-l-pentanol 

To a stirred solution of (45)-pentane-l,4-diol [CAS 24347-57-7] (21.0 g, 0.202 mol) and t- 
butyldimethylsilyl chloride (30.5 g, 0.202 mol) in CH 2 C1 2 (400 mL) was added triethylamine (43.0 mL, 
0.305 mol) followed by 4-(dimethylamino)pyridine (2.50 g, 20.2 mmol) at 0 °C. The mixture was 
stirred for 3 h at 0 °C and was diluted with diethyl ether (300 mL). The white precipitate was filtered 
and washed with diethyl ether. The filtrate was concentrated under reduced pressure. The pale yellow 
oil was distilled (100 °C-103 °C at 0.7 mm) to afford the title compound (41 g, 92%) as a colorless oil. 
'H NMR (CDC1 3 ) 8 3.81 (m, 1H), 3,65 (m, 2H), 1.48-1.63 (m, 4H), 1.19 (d, 3H), 0.91 (s, 9H), 0.07 (s, 
6H). 

EXAMPLE 2 

4-chloro-2-Bitro-l-[{(tetrahydro-2H-pyran-2-yI)oxy]methyI]benzene 

CI N0 2 

A magnetically stirred solution of 4-chloro-2-nitrobenzyl alcohol (25.0 g, 133 mmol) and 3,4- 
dihydro-2H-pyran (18.2 mL, 16.8 g, 200 mmol) in anhydrous dichloromethane (250 mL) was treated at 
25 °C with pyridinium p-toluenesulfonate (PPTS, 50 mg). The solution was stirred for 12 h, washed 
with 1 N NaOH (250 mL), brine (250 mL), dried (K 2 C0 3 ), filtered, and concentrated in vacuo. Silica 
gel chromatography (4:1 hexane:ethyl acetate) of the concentrate gave 22.5 g (62%) of the title 
compound as an oil. 
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EXAM PT 3 

5-chIoro-2-[[(tetrahydro-2H-pyran-2-yl)oxyJmethyl]benzenamine 




A Parr bottle containing 4-chloro-2-nitro-l-[[(tetrahydro-2H-pyran-2-yl)oxy]methyl]benzene 
(22.6 g, 82.8 mmol) and ethanol (150 mL) was treated with Raney nickel (50% slurry in water, 2.0 g), 
charged with hydrogen (60 psi) and rocked until hydrogen uptake ceased (3 h). The resultant 
suspension was filtered through celite, and the celite cake thoroughly washed with fresh ethanol (5 x 
150 mL). The combined organic extracts were concentrated in vacuo to give an orange oil that 
crystallized on standing. Recrystallization (ethyl acetate/hexane) gave the title compound as a white 
solid (19.64 g, 98%). 'H NMR (CDC1 3 ) 67.00 (d, J= 8 Hz, 1H), 6.65-6.60 (m, 2H), 4.72 (A of ABq, J 
= 12 Hz, 1H), 4.79-4.77 (m, 1H), 4.45 (B of ABq, J= 12 Hz, 1H), 4.27 (bs, 2H), 3.94-3.85 (m, 1H), 
3.58-3.50 (m, 1H), 1.88-1.65 (m, 2H), 1.58-1.46 (m, 4H). 



EXAMPT,F, 4 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]benzenesulfonamide 




To a magnetically stirred solution of 5-chloro-2-[[(tetrahydro-2H-pyran-2- 
yl)oxy]methyl]benzenamine (4.38 g, 18.1 mmol) in anhydrous pyridine (100 mL) at 25 °C was added 
4-chlorobenzenesulfonyl chloride (3.82 g, 18.1 mmol). The solution was stirred for 24 h and 
concentrated in vacuo. The residue was dissolved in dichloromethane (150 mL), washed with brine (3 
x 150 mL) and concentrated in vacuo. Silica gel chromatography (6:1 hexane:ethyl acetate) of the 
concentrate afforded the title compound (5.27 g, 76%) as a crystalline solid. : H NMR (CDC1 3 ) 58.70 
(bs, 1H), 7.71 (d, J= 8.5 Hz, 2H), 7.58 (s, 1H), 7.39 (d, J= 8.5 Hz, 2H), 7.05-6.99 (m, 2H), 4.52-4.48 
(m, 1H), 4.31 (A of ABq, J = 12 Hz, 1H), 4.24 (B of ABq, J = 12 Hz, 1H), 4.13-4.05 (m, 1H), 3.63- 
3.55 (m, 1H), 1.88-1.71 (m, 2H), 1.62-1.45 (m,4H). 
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EXAMPLE 5 

4-chioro-N-[5-chIoro-2-[[0-(2-teto 

dimethylethyl)silyl]oxy]-l(R)-methyIbutyI]benzenesulfonamide 




To a solution of 4-cWoro-N-[5-chloro-2-[0-(2-tetrahydropyranyl)methyl] 
phenyljbenzenesulfonamide (2.70 g, 6.40 mmol), triphenylphosphine (3.40 g, 12.8 mmol) and (5)-5- 
[[dimethyl(l,l-dimethylethyl)silyl]oxy]-2-pentanol (2.40 g, 12.8 mmol) in THF (25 mL) was added 
diisopropylazodicarboxylate (2.40 mL, 12.8 mmol) dropwise at 0 °C under nitrogen atmosphere. The 
resulting mixture was allowed to warm to 22 °C with stirring. Stirring was continued for a period of 1 8 
h and diethyl ether (100 mL) was added. The white solid was filtered, washed with ether (50 mL), and 
the combined ether solution was concentrated under reduced pressure. Silica gel chromatography (3:17 
ethyl acetaterhexanes) of the concentrate afforded the title compound (4.00 g, 100%) as a colorless oil. 
MS (ESI)m/e615(M-H). 



EXAMPLE 6 

4-chloro-N-[5-chloro-2^[0-(2-tetrahydropyranyI)methyl]phenyl]]-N-(4-hydrox 

methylbutyl)benzenesu!fonamide 



jO 

o o 




To a solution of 4-chloro-N-[5-chloro-2-[[0-(2-tetrahydropyranyl)methyl] phenyI]]-N-[[4- 
[dimethyl(l,l-dimethylethyl)silyl]oxy]-l-methylbutyl]benzene sulfonamide (3.80 g, 6.40 mmol) in 
THF (10 mL) was added 1M tetrabutylammonium fluoride (10 mL, 10 mmol) at 0 °C. The resulting 
solution was allowed to stir at 0 °C for 2 h and concentrated under reduced pressure. Silica gel 
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chromatography (1:1 ethyl acetaterhexane) of the concentrate afforded the title compound (3.20 g, 
100%) as a colorless oil. MS (ESI) m/e 500 (M-H). 

EXAMPLE 7 

4-ch!oro-N-[5-chloro-2-[[^ 

methylbutyl)benzenesu!fonamide 



O O 




i 



To a solution of 4-chloro-N-[5-chloro-2-[[0-(2-tetrahydropyranyl)methyl] phenyl]]-N-(4- 
hydroxy- l-methylbutyl)benzenesulfonamide (3.20 g, 6.40 mmol) and triphenylphosphine (2.1o g, 8.03 
mmol) in methylene chloride (30 mL) was added carbon tetrabromide (2.60 mL s 8.03 mmol) dropwise 
at 0 °C. The resulting solution was allowed to stir and warm to 22 °C for 12 h. A saturated solution of 
ammonium chloride (25 mL) was added. The reaction was extracted with methylene chloride (2 X 100 
mL). The organic phase was dried over Na 2 S0 4f filtered, and concentrated under reduced pressure. 
Silica gel chromatography (3:17 ethyl acetaterhexanes) of the concentrate afforded the title compound 
(2.10 g, 56%) as a colorless oil MS (ESI) m/e 564 (M+H). 

EXAMPLE 8 

4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4-[(l,l- 
dimetlliylethyI)dimethylsilyI]oxy)butyI]benzenesulfonamide 

OAc 




CI 



To a solution of 4-chloro-N-[5-chloro-2-(acetoxyoxymethyl)phenyl]benzenesulfonamide (13.7 
g, 36.6 mmol), triphenylphosphine (21.1 g, 80.6 mmol) and 5S-[[(1,1- 
dimethylethyl)dimethylsilyl]oxy]-2-pentanol (16.0 g, 73.3 mmol) in THF (130 mL) was added 
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diisopropylazodicarboxylate (15.9 mL, 80.6 mmol) dropwise at 0 °C under nitrogen. The resulting 
mixture was allowed to warm to 22 °C with stirring. Stirring was continued for a period of 12 h 
followed by the addition of 150 ml of H 2 0. The mixture was extracted with ether (3 X 100 mL). The 
combined organic extracts were washed with 1M NaHC0 3 and sat, brine. The organic phase was dried 
over Na 2 S0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (1:5 ethyl 
acetate:hexanes) of the concentrate afforded 16.6 g of 4-chloro-N-[5-chIoro-2-(acetoxymethyl)phenyl]- 
N-[(R)-l-methyl-4-[(l,l-dimethylethyl)dimethylsilyl]oxy)butyl]benzenesulfonamide as a yellow oil in 
79% yield. 

EXAMPLE 9 

4-chloro-N-[5-cUoro-2-(acetoxymethyl)phenyI]-N-[(R)-l-methyl-4- 
hy droxybuty I] benzenesulfonamide 
OAc 




CI 



To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)- 1 -methyl-4-[( 1,1- 
dimethylethyl)dimethylsilyl]oxy)butyl]benzenesulfonamide (15.9 g, 27.8 mmol) in acetonitrile (45 mL) 
was added 48% aqueous HF (16 mL) dropwise at 0 °C. The resulting solution was stirred for lh at 0 °C 
followed by addition of 50 mL of 1M NaHC0 3 . The product was extracted with ether (2 X 50 mL), 
dried over Na 2 S0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl 
acetate) of the concentrate afforded 10.4 g of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)- 
l-methyl-4-hydroxybutyl]benzenesulfonamide as a colorless oil in 81% yield. 
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EXAMPLE 10 

4-chloro-N-[5-chIoro-2-(acetoxymethyI)phenyl]-N-[(R)-l-methyl-4- 
bromobutyllbenzenesulfonamide 



OAc 




CI 



To a solution of 4-chloro-N-[5-chloro~2-(acetoxymethyl)phenyl]-N-[(R)- 1 -methyl-4- 
hydroxybutyl]benzenesulfonamide (500 mg, 1.09 mmol) in acetonitrile (2 mL) was added 
triphenylphosphine (571 mg, 2.18 mmol) and carbon tetrabromide (720 mg, 2.18 mmol) at 0 °C. The 
resulting mixture was allowed to stir at 22 °C for 12 h followed by the addition of 25 mL of sat. 
ammonium chloride. The product was extracted with ether (2 X 25 mL), dried over Na 2 S0 4 , filtered, 
and concentrated under reduced pressure. Silica gel chromatography (1:4 ethyl acetateihexanes) of the 
concentrate afforded 479 mg of 4-ch]oro-N-[5-chloro-2-(acetoxymethyl)phenyI]-N-[(R)-l-methyl-4- 
bromobutyljbenzenesulfonamide as a colorless oil in 84% yield. 

EXAMPLK 11 

(4R)^-[5-chloro-2-(acetoxymethyI)ph^^ acid 

OAc 




To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyI)phenyl]-N-[(R)-l-methyl-4- 
bromobutyljbenznesulfonamide (l.OOg, L91mmol) in methanol/water (1:1, 4 mL) was added Na 2 S0 3 
(0.723g, 5.74mmol). The mixture was heated to reflux for 12 hours and then evaporated under reduced 
pressure. 2M HC1 (25 mL) was added to the resulting oil. This mixture was extracted with CH 2 C1 2 (2x 
50 mL) 5 dried over Na 2 S0 4 , and filtered. Solvent was concentrated under reduced pressure to afford 
(4R)-4-[5-chloro-2-(acetoxymethyl)phenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic acid 
(821mg ) as colorless oil in 88% yield. MS (ESI), 526 (M +1). 
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EXAMPLF 12 

(4RH.[5-chIoro-2<hydroxymethyI)phenyl](4-chlorophenyl)suIfonyI]-am 

chloride 



OAc 




To a solution of (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl] [4-chlorophenyl) sulfonyl] - 
amino] pentylsulfonic acid (560mg s 1.07mmol) in benzene (5 mL) was added phosphorus pentachloride 
(445mg, 2.14mmol) at 22 °C The mixture was heated to reflux for 2 hours. This mixture was 
concentrated under reduced pressure and rediluted with CH 2 C1 2 (lOOmL). This solution was washed 
with water (100 mL), dried over Na 2 S0 4 and filtered. The organic solution was concentrated to afford 

442mg of (4R)^-[5-chloro-2-(acetoxymethyl)phenyl](4-chlorophenyl)sulfonyl]-amino]penty 
chloride as a pale yellow oil in 76% yield. 

EXAMPLE 13 

4-chIoro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-[(l,l- 
dimethylethyl)dimethyIsilylJoxy)butyl]benzenesuIfonamide 




CI 



To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl]benzenesulfonamide (1.00 g, 2.97 
mmol), triphenylphosphine (1.64 g, 6.24 mmol) and 5S-[[(I,l-dimethylethyl)dimethylsilyl]oxy]-2- 
pentanol (1.30 g, 5.94 mmol) in THF (12 mL) was added diisopropylazodicarboxylate (1.23 mL, 6.24 
mol) dropwise at 0 °C under nitrogen. The resulting mixture was allowed to warm to 22 °C with 
stirring. Stirring was continued for a period of 12 h followed by the addition of 25 mL of H 2 0. The 
mixture was extracted with ether (3 X 25 mL). The combined organic extracts were washed with 1M 
NaHC0 3 and sat. brine. The organic phase was dried over Na 2 S0 4) filtered, and concentrated under 
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reduced pressure. Silica gel chromatography (1:5 ethyl acetate:hexanes) of the concentrate afforded 
830 mg of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)- 1 -methyl-4-[( 1 , 1 -dimethylethyl)- 
dimethylsilyljoxy) butyl]benzenesulfonamide as a yellow oil in 52% yield. 



EXAMPLE 14 

4-chloro-N-[5-chloro-2-chloropheny^ 

0} _ 

OH 




To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-[(l,l- 
dimethylethyl)dimethylsilyI]oxy)butyl]benzenesulfonamide (650 mg, 1.21 mmol) in acetonitrile (4 
mL) was added 48% aqueous HF (2 mL) dropwise at 0 °C. The resulting solution was stirred for Ih at 
0 °C followed by addition of 10 ml of 1M NaHC0 3 . The product was extracted with ether (2 X 25 
mL), dried over Na 2 S04, filtered, and concentrated under reduced pressure. Silica gel chromatography 
(ethyl acetate) of the concentrate afforded 430 mg of 4-chloro-N-[5-chloro-2-chlorophenyI]-N-[(R)-l- 
methyl-4-hydroxybutyl]benzenesulfonamide as a yellow oil in 84% yield. 



EXAMPLE 15 

4-chloro-N-(2,5-dichlorophenyl)-N-(3-(carboxy)-l(R) methylpropyl)benzenesulfonamide 

XI _ 

OH 

O 




4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-hydroxybutyI]benzenesulfonamide 
(1,57 g, 0.0037 moles) was dissolved in acetonitrile (25 mL) and water (2 mL). RuCl3 (50 mg), and 
NaI04 (1.19 g, 0.0056 moles, 1.5 eq) were added and the mixture was stirred at room temperature for 
18 hours. The mixture was filtered, concentrated, dissolved in CH2CI2, washed with IN HC1, dried 
over Na2S04 and evaporated. Chromatography over silica gel using 50-100% ethyl acetate/ Hexane 
gave pure product (1 .00 g, 62%) as a beige solid. 
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EXAMPLE 16 

4-chloro-N-[2,5-dkhlorophenyI]-N-[(R)-l-methyl^-bromobutyl] benzenesulfonamide 

0=S=0 




To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl-4-hydroxybutyl]benzene- 
sulfonamide (3.90 g, 9.20 mmol) in CH 2 C1 2 (20 mL) was added triphenylphosphine (4.87 g, 18.4 mmol) 
and carbon tetrabromide (6.09 g, 18.4 mmol) at 0 °C. The resulting mixture was allowed to stir at 22 
°C overnight. To the reaction was added sat. ammonium chloride (200 mL). The product was 
extracted with CH 2 C1 2 (2 x 200 mL), dried over Na 2 S0 4 , filtered, and concentrated under reduced 
pressure. Silica gel chromatography (1:4 ethyl acetaterhexanes) of the concentrate afforded 3.13g of 4- 

chloro-N-[2,5-dichlorophenyl]-N-t(R)-l-methyl-4-bromobutyl]benzenesulfonamide as a colorless oil in 
70% yield. MS (ESI) 486 (M+H). 



EXAMPLE 17 

(4R)-4-[2,5-dichlorophenyl] [4-chlorophenyl) sulfonylj-amine]pentylsulfonic acid 




To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzne- 
sulfonamide (2.85 g, 5.88 mmol) in methanol/water (1:1, 12 mL) was added Na 2 S0 3 (7.40 g, 58.8 
mmol). The mixture was heated to reflux for 12 hours and then evaporated under reduced pressure. 
2M HC1 was added to the resulting oil. This mixture was extracted with CH 2 C1 2 (2 X 50mL), dried over 
Na 2 S0 4 , and filtered. Solvent was concentrated under reduced pressure to afford (4R)-4-[2,5 
dichlorophenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic acid (2.34 g) as colorless oil in 82% 
yield. MS (ESI) 486 (M +1). 
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EXAMPLE 18 

(4R)-4-[2,5-dichlorophenyl] [4-chlorophenyI)sulfonyI j-aminol pentylsulfonyl chloride 

.CI 




so 2 ci 



To a solution of (4R)-4-[2,5-dichlorophenyl][4-chlorophenyI)sulfonyI]-amino] pentylsulfonic 
acid (2.34 g, 4.80 mmol) in benzene (10 mL) was added phosphorus pentachloride (1.48 g, 7.21 mmol) 
at 22 °C. The mixture was heated to reflux for 2 hours. This mixture was concentrated under reduced 
pressure and rediluted with CH 2 C1 2 (120 mL). This solution was washed with water (100 mL), dried 
over Na 2 S0 4 and filtered. The organic solution was concentrated to afford 2.21g of (4R)-4-[2, 5- 
dichlorophenyl][4- chlorophenyl) sulfonyl]-amino] pentylsulfonyl chloride as pale yellow oil in 91% 
yield. LC/MS 504. 



EXAMPT.F 19 

4-chloro-N-[2,S-dichlorophenyl]-N-[(R)-l-methyl-4-azidobutyl] benzenesulfonamide 




CI 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl-4-bromobutyl]benzene- 
sulfonamide (1.06 g, 2.50 mmol) in DMF (2.5 mL) was added diphenylphosphoryl azide (1.08 mL, 
5.00 mmol) and l,8-diazabicyclo[5.4.0]undec-7-ene (0.935 mL, 6.25 mmol) at 0 °C. The resulting 
mixture was allowed to stir at 100 °C overnight. To the reaction was added sat. ammonium chloride 
(200 mL). The product was extracted with CH 2 C1 2 (2 X 100 mL), dried over Na 2 S0 4 , filtered, and 
concentrated under reduced pressure. Silica gel chromatography (1:4 ethyl acetate:hexanes) of the 
concentrate afforded 977 mg of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-azidobutyl]- 
benzenesulfonamide as a colorless oil in 87% yield. MS (ESI) 447 (M+H). 
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EXAMPLE 20 

4-chIoro-N-[2,5-dichlorophenyI]-N-[(R)-l-methyI-4-aminobutyI] benzenesulfonamide 

.CI 




To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]. 1 -methyl-4-azidobutyl]benzene- 
sulfonamide (1.20 g, 2.68 mmol) in THF (5 mL) was added a THF solution of lithium aluminum 
hydride (1.0 M, 2.68 mL) at -20 °C. The resulting mixture was allowed to stir at -20 °C overnight. To 
the reaction was added 0.5M NaOH (6 mL). This mixture was filtered through celite, dried over 
Na 2 S0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
methanol/CHCl 3 ) of the concentrate afforded 972 mg of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l- 
methyI-4-aminobutyl]benzenesulfonamide as a colorless oil in 86% yield. MS (ESI) 421 (M+H). 



EXAMPLE 21 
(S)-[3-E(l,l-dimethyletbyI)dimethylsilyI]oxyl-2-propanol 

OH 

To a solution of (S)-l,2-propanediol (20.0 g, 0.263 mol), triethylamine (31.9 g, 0.315 mol), 4- 
dimethylaminopyridine (1.28 g, 10.5 mmol) in CH 2 C1 2 (200 mL) was added ter/-butyldimethylsiloxy 
chloride (47.3 g, 0.315 mol) at 22 °C. The mixture was allowed to stir for 18 h. The mixture was 
diluted with CH 2 C1 2 , washed with water and sat. aqueous NH 4 C1 . The organic solution was dried over 
Na 2 S0 4 , filtered and concentrated under reduced pressure. Silica gel chromatography (5% ethyl 
acetate/ hexanes) of the concentrate gave 45.0 g of the title compound as a clear oil in 90% yield. 
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EXAMPLE 22 

4-chIoro-N-(2 ? 5-dichlorophenyl)-N-[(R>l-methyM-[(lJ-dimethylethyI) dimethylsilyljoxyl-ethyl] 

benezenesulfonamide 




To a solution of 4-chloro-N-[2,5-dichlorophenyl]benzenesulfonamide (5.74 g,17.1 mmol), 
triphenylphosphine (6.70 g, 25.7 mmol), (S)-[3-[(l,l-dimethylethyl)dimethylsilyl]oxy}-2-propanol 
(4.90 g, 25.7 mmol) in THF (50 mL) was added diisopropylazodicarboxylate (5.19 g, 25.7 mmol) 
dropwise at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to warm to 22 °C. 
Stirring was continued for a period of 18 h followed by the addition of water. The mixture was 
extracted with diethyl ether. The combined organic extracts were washed with NaHC0 3 , sat. brine and 
dried over Na 2 S0 4 . Silica gel chromatography (1:10 ethyl acetate:hexanes) of the concentrate produced 
the title compound in 90% yield. 



EXAMPLE 23 
4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l^ 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-[[4-(l,l-dimethylethyl)- 
dimethylsilyl]oxy]ethyl]benzenesulfonamide (07.80 g, 15.3 mmol) in CH 3 CN was added HF (5.5 mL) 
at 0 °C. The resulting mixture was allowed to stir at 0 °C for 2h and concentrated under reduced 
pressure. Silica gel chromatography (1:1 ethyl acetate :hexanes) of the concentrate afforded the title 
compound (5.70 g, 95%) as a colorless oil. 
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EXAMPLE 24 

4-chloro-N-(2,5-dichlorophenyI)-N-[{R)-l-methyl{2-iodoethyl)]benzene sulfonamide 




To a solution of 4-chloro-N-(2 > 5-dichlorophenyl)-N-[(R)-l-methyl(2-hydroxyethyl) benzene- 
sulfonamide (0.660 g,1.67 mmol), triphenylphosphine (0.530 g, 2.00 mmol) and imidazole (0.136 g, 
2.00 mmol) in diethyl ether/CH 3 CN(2:l, 3.0 mL) was added iodine (0.430 g, 1.67 mol) at 0 °C under 
nitrogen and stirred for 12 hr. This mixture was concentrated under reduced pressure and diluted with 
CH 2 C1 2 . This solution was washed with water (50 ml), dried over Na 2 S0 4 and filtered. The organic 
solution was concentrated to afford the title compound as a light yellow oil in 96% yield. 



EXAMPLE 25 
(S)-4-triphenyImethylyIoxy-2-butanol 

QH 

To a solution of (S)-(+)-l,3-butanediol (10.0 g, 0.1 10 mol), was added triphenylmethylchloride 
(33.0 g, 0.330 mol), 4-dimethylaminopyridine (1.40 g, 11.5 mmol) in CH 2 Cl 2 /pyridine (1:1, 500 mL). 
Stirring was continued over 48h. The solvent was removed, the mixture was diluted with ether, 
washed with brine and dried over Na 2 S0 4 , The organic solution was filtered and concentrated. Silica 
gel chromatography with (5% ethyl acetate/hexanes) produced a clear oil (24g) in 70% yield. 
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EXAM PT ,F. 26 

4-chloro-N-(2,5-dich!orophenyI)-N-[l(R)-methyI-(3-triphenyImethyloxy)-propyl] 

benezenesulfonamide 




To a solution of 4-cnloro-N-(2,5-dichlorophenyI)benzenesulfonamide (7.00 g, 20.8 mmol), 
triphenylphosphine (7.00 g, 27.0 mmol), (S)-4-triphenylmethyloxy-2-butanol (8.60 g, 27.0 mmol) in 
THF (30 mL) was added diisopropylazodicarboxylate (5.48 g, 27.0 mmol) dropwise at 0 °C under 
nitrogen atmosphere. The resulting mixture was allowed to warm to 22 °C with stirring. After 18 h the 
mixture was washed with water, brine, dried over Na 2 S0 4 and filtered. Silica gel chromatography (1:10 
ethyl acetate/ hexanes) of the concentrate produced the title compound in 90% yield. 



EXAMPT F, 27 

4-chloro-N-(2,5dichlorophenyl)-N-[l(R)-methyl-(3-hydroxy)-propyI]benzenesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyl-(3-triphenylmethyloxy)- 
propyl]benzenesulfonamide (2.00 g, 3.00 mmol) in CH 3 CN (20 mL) was added Amberlyst 15 ion- 
exchange resin (6.0 g). The resulting mixture was allowed to stir at 22 °C for 12 h and filtered. Silica 
gel chromatography (1:1 ethyl acetate: hexanes) of the concentrate afforded the title compound as a 
colorless oil in quantitative yield. 
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EXAMPT ,E 28 

4-chloro-N^2,5-dichlorophenyI)-N41^ sulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[i^ 
sulfonamide (1.40 g, 3.40 mmol), triphenylphosphine (0.900 g, 3.40 mmol) and imidazole (0.230 g, 
3.40 mmol) in diethyl ether/CH 3 CN (2:1, 7.0 mL) was added iodine (0.860 g, 3.40 mmol) at 0 °C under 
nitrogen and stirred for 12 h. The solvent was removed, the residue was taken into CH 2 C1 2 , washed 
with water, dried over Na 2 S0 4 and filtered. The organic solution was concentrated to afford the title 
compound as a light yellow oil in 96% yield. 



EXAMPLE 2Q 
4-chloro-N-(2,5-dichlorophenyl)^ 




Cf 



To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-bromopropylbenzene- 
sulfonamide (1.188 g, 2.295 mmol) in THF/H 2 0 (20/4, 24 mL) was added sodium azide (1.49 g, 22.9 
mmol) at 22 °C. The resulting mixture was allowed to stir at 22 °C for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHC0 3) 
dried over MgS0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate:hexanes) of the concentrate afforded 0.941 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)- 
l-methyl-3-azidopropyl]]benzenesulfonamide as a colorless oil in 94% yield. 
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EXAMPLF30 

4-chloro-N-(2,5-dichIoropte^ 




CI 

To a solution of 4-chIoro-N-(2,5-dichlorophenyl)-N-f(R)-l-methyl-3-azidopropyl]benzene- 
sulfonamide (0.941 g> 2.16 mmol) in THF (21 mL) was added lithium aluminum hydride (4.33 mL, 1 
M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C for 1 h 
and subsequently treated by successive dropwise addition of 0.165 mL of water, 0.165 mL of 15% 
sodium hydroxide solution, and 0.493 mL of water. The mixture was filtered and concentrated under 
reduced pressure. Silica gel chromatography (3:10 ethyl acetate:hexanes) of the concentrate afforded 
0.748 g of 4-chloro-N-(2,5-dichlorophenyO as a 

light brown oil in 85% yield. 

EXAMPLE 31 
(3S)-(l,l-dimethyIethyI)dimethylsiloxy butanal 

OTBS 



A solution of methyl (S)-3-tert-butyldimethylsiloxy butyrate (35.0 g 151 mmol) in hexane (400 
mL) was cooled to -78 °C. DIBAL-H (195 mL, 195 mmol, 1M in hexanes) was added dropwise. 
Stirring was continued for 1 h after which time water (75 mL) was cautiously added dropwise, after 
addition was complete stirring was continued at 22 °C for 18h. The reaction was diluted with diethyl 
ether and then decanted several times. The solvents were removed to afford (3S)-(1,1- 
dimethylethyI)dimethylsiloxy butanal as a clear oil in quantitative yield. ] H NMR (CDC1 3 ) 89,85 (s br, 
1H), 4.40-4.51 (m, 1H), 2.42-2.65 (m, 2H), 1.29 (d, 3H, J=6.0Hz), 0.96 (s, 9H), 0.14 (d, 6H, J=3Hz). 

EXAMPLE 32 

(trans)14-dimethyIethyl-(5S)<14-dimethylethyI)dimethyIsiloxy-hex-2-enoate, 

_QTBS O 




To a solution of (3S)-(l,l-dimethylethyl)dimethylsiloxy butanal (24.0 g 121 mmol), in 
dichloromethane (400 mL) at 0 °C was added tert-butoxy carbonylmethylene triphenylphosphorane 
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(50.0 g, 133 mmol). Stirring was continued for 2h after which time the reaction was concentrated and 
the resulting oil was purified by silica gel chromatogrphy (5% ethyl acetate / Hexane) to afford 
(trans)l,l-dimethylethyl-(5S)-(l,l-dimethylethyl)dimethylsiloxy-hex-2-enoate as a clear oil in 93% 
yield. ! H NMR (CDC1 3 ) 66.79-6.90 (m, 1H) 5.75 (d,'H, J=15.6Hz), 3.85-3.87 (m, 1H), 2.26-2.32 (m, 
2H), 1.47 (s, 9H), 1.15 (d, 3H, J=6.0Hz), 0.90 (s, 9H),0.06 (s, 6H). 



EXAMPLF33 

l,l-dimethylethyI-butyI-(5S)-(l,l-dimethylethyl)dimethylsiloxy-hexanoate, 

UTBS O i 



O 



A suspension of (trans)tert-butyl-(5S)-tert-buryldimethylsiloxy-hex-2-enoate (33.5 g, 111 
mmol), 10% Pd/C (5 g), in ethanol (250 mL), was hydrogenated at 45 psi for lh. The catalyst was 
filtered off and the filtrate was concentrated to afford l,l-dimethylethyl-butyl-(5S)-(l,l- 
dimethylethyl)dimethylsiloxy-hexanoate as a white wax in quantitative yield. ! H NMR (CDC1 3 ) 63.72- 
3.84 (m, 1H), 2.20 (t, 2H, J=7.0Hz), 1.60-1.74 (m, 2H), 1.35-1.70 (m, 4H), 1.44 (s, 9H), 1.35 (d, 3H, 
J=6.0Hz), 0.88 (s, 9H), 0.10 (s, 6H). 



EXAMPT.F, 34 
l,l-dimethylethyl(5S)-5-hydroxyhexanoate 




A solution of l,l-dimethylethyl-(5S)-(l,l-dimethylethyl)dimethylsiloxy-hexanoate (19.0 g, 
63.0 mmol) in THF (250 mL) was treated with tetrabutylammonium fluoride (94 mL, 94 mmol, 1M in 
THF) at 0 °C. The reaction mixture was allowed to warm to 22 °C, and stirring was continued for 1 8h. 
The reaction mixture was diluted with diethyl ether, washed with water, and dried over MgS0 4 . Silica 
gel chromatography (20% ethyl acetate/hexane) of the concentrate produced 1,1-dimethylethyl (5S)-5- 
hydroxyhexanoate in 89% yield. ] H NMR (CDC1 3 ) 63.74-3.86 (m, 1H), 2.32 (t, 2H, J=6.6Hz), 1.60- 
1.74 (m, 2H), 1.57 (s, 1H, OH), 1.44-1.48 (m, 2H),1.45 (s, 9H), 1.20 (d, 3H, J=6.0Hz). 
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EXAMPLES 

l,l-dimethylethyl(5R)-5-[(2,5-dichlorophenyl)-[(4-chIorophenyI)sulfonyI]-amino3hexanoate 




To a solution 2,5-dichloro-N[[(4-chlorophenyl)]amino]phenyl)sulfonamide (2.42 g, 7.20 
mmol), triphenyl phosphine (3.70 g, 14.4 mmol) and l,l-dimethylethyl(5S)-5-hydroxyhexanoate (2.70 
g, 14.4 mmol) in THF (100 mL) was added diisopropylazodicarboxylate (2.51 g, 14.4 mmol) dropwise 
at 0 °C under nitrogen. The reaction mixture was allowed to warm to 22 °C with stirring for a period of 
18h. The reaction mixture was diluted with ethyl acetate then washed with water, brine and dried over 
MgS0 4 . Silica gel chromatography (20% ethyl acetate/hexane) of the concentrate produced 1,1- 
dimethylethyl(5R)-5-[(2,5-dichlorophenyl)-[(4-chlorophenyl)suIfonyl]-amino]hexanoatein60%yield. 



EXAMPLE 36 

(5R)-5-[(2,5-dichIorophenyl][(4-chlorophenyl)sulfonyI]-amino]hexanoicacid 




1 , 1 -dimethylethyl(5R)-5-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]hexanoate 
(700 g, 1.40 mmol) was treated with a 50% solution of trifluoroacetic acid in dichloromethane (20 mL). 
After 3h the reaction was diluted with dichloromethane then washed with water, brine and dried over 
MgS0 4 . Concentration under reduced pressure afforded (5R)-5-[(2,5-dichlorophenyl][(4-- 
chlorophenyl)sulfonyl]-amino]hexanoic acid in quantitative yield. MS (ESI), (M-H) 450. IR- 
2975,1706,1466,1348. 
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EXAMPLE 37 

4-chloro-N(2,5-dichlorophenyl)-N-[5-(lR)-methyI-5-oxo-(4- 
thiomorpholinyl)pentyl]benzenesulfonamide 




CI 



CI 



CI 



5 To a solution of (5R)-5-[(2,5-dichlorophenyl][(4-chlorophenyl)sulfonyl] -aminojhexanoic acid 

(2.00 g, 4.40 mmol), N,N-diisopropylethylamine (1.62 mL, 8.80 mmol) and 1-hydroxybenzotriazole 
(645 mg, 4.80 mmol), in dichloromethane (100 mL) was added l-[3-(dimethylamino)propyl]-3- 
ethylcarbodiimide hydrochloride (920 mg, 4.80 mmol). After 18 h the solvent is removed and the 
residue is taken into ethyl acetate and successively washed with aqueous HC1, water, brine and then 

-:|0 concentrated to afford the title compound as a white solid (1.43g) in 61% yield. MS (ESI), (MH*) 

:;5 537.2. IR- 2910,1643,1581,1466,1348. 



A solution of 4-chloro-N(2,5-dichlorophenyl)-N-[5-(lR)-methyl-5-oxo-(4-thiomorpholinyl)- 
pentyl]benzenesulfonamide (1.10 g, 2.10 mmol) in. dichloromethane (100 mL) was treated with 3- 
chloroperoxybenzoic acid (1.10 g, 5.10 mmol) at 0 °C. After stirring for 1 h the ice bath was removed 
and stirring was continued for 18 h. The reaction mixture was diluted with dichloromethane, and 
20 washed with IN NaOH, H 2 0, brine, and dried over MgS0 4 . Concentration produced the title 
compound (1.01 g) in 91% yield. MS (ESI), (M+H) + 569.2. IR-3441,2935,1653,1467,1428,1318. 



EXAMPLE 38 



4-chIoro-N(2,5-dichIorophenyl)-N-[5-(lR)-methyl-5-oxo-(l.l-dioxido-4- 
thiomorphoIinyI)pentyI]benzenesulfonamide 



15 
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EXAMPLE 39 

4-chloro-N-[5-chloro-2-flnorophenyI]-N-[(R)-l-methyI-4-[(l,l- 
dime«hylethyI)dimethylsiIyI]oxy)butyI]benzenesulfonaraide 




To a solution of 4-chloro-N-[5-chloro-2-fluorophenyI]benzenesulfonamide (500 mg, 1.56 
mmol), triphenylphosphine (859 mg, 3.28 mmol) and 5S-[[(l,l-dimethylethyI)dimethylsilyl]oxy]-2- 
pentanol (682 mg, 3.12 mmol) in THF (7 mL) was added diisopropylazodicarboxylate (0.645 mL, 3.28 
mol) dropwise at 0 °C under nitrogen. The resulting mixture was allowed to warm to 22 °C with 
stirring. Stirring was continued for a period of 12 h followed by the addition of 15 mL of H 2 0. The 
mixture was extracted with ether (3 X 15 mL). The combined organic extracts were washed with 
NaHCOj and sat. brine. The organic phase was dried over Na 2 S0 4 , filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:5 ethyl acetaterhexanes) of the concentrate afforded 
495 mg of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4-[(l,l-dimethylethyl)- 
dimethylsilyl]oxy)buryl]benzenesulfonamide as a yellow oil in 61% yield. 



EXAMPLE 40 

4-chloro-N-[5-chIoro-2-nuorophenyI]-N-[0R)-l-methyI-^hydroxybutyl]benzenesuIfonamide 




To a solution of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4-[(l,l-dimethylethyl)- 
dimethylsilyl]oxy)butyl]benzenesulfonamide (495 mg, 0.951 mmol) in acetonitrile (4 mL) was added 
48% aqueous HF (2 mL) dropwise at 0°C. The resulting solution was stirred for lh at 0 °C followed by 
addition of 10 mL of 1M NaHC0 3 . The product was extracted with ether (2 X 25 mL), dried over 
Na 2 S0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl acetate) of 
the concentrate afforded 336 mg of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
hydroxybutyl]benzenesulfonamide as a yellow oil in 87% yield. 
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EXAMPLE 41 

4-chloro-N-[5-chIoro-2-fluorop 



To a solution of 4-chloro-N45-chloro-2-fluorophenyl]-N4(R)-l-methyl-4-hydroxybutyl]- 
benzenesulfonamide (336 mg, 0.827 mmol) in acetonitrile (4 mL) was added triphenylphosphine (433 
mg, 1.65 mmol) and carbon tetrabromide (548 mg, 1.65 mmol) at 0 °C. The resulting mixture was 
allowed to stir at 22 °C for 12 h followed by the addition of 25 mL of sat. ammonium chloride. The 
product was extracted with ether (2 X 25 mL), dried over Na 2 S0 4 , filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:4 ethyl acetaterhexanes) of the concentrate afforded 
349 mg of 4-chloro-N-[5-chloro-2-fluorophe 
as a yellow oil in 88% yield. 

EXAMPLE 42 

(4RH-[N^5-chloro-2-fluo™^ acid 



(4R)-4-[N-[5-chloro-2-fluorophenyl] [(4-chlorophenyl)sulfonyl]amino]pentylsulfonic acid was 
prepared analogous to (4R)-4-[2,5 dichlorophenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic 
acid by reacting 4-chloro-N~[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
bromobutyljbenzenesulfonamide with Na 2 S0 3 . Yield-86%; MS (ESI) 470 (M +1). 
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EXAMPLE 43 

(4R)^[N-[5-chloro-2-ifluo™ chloride 



(4R).4-[N45-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentyl^ chloride 
was prepared analogous to (4RM-[N-[2,5-dichlororophenyl^^ 

sulfonyl chloride by reacting (4R)-4-[>I-[5-chloro-2-fIuorophenyl][(4-chlorophenyl)sulfonyl]amino 
pentylsulfonic acid with phosphorus pentachloride: Yield=81%; MS (ESI) 489 (M +1). 

EXAMPLE 44 

4-chloro-N-(5-chloro-2-nuoro^ 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide (0.343 g, 0.730 mmol) in THF/H 2 0 (8/2 mL) was added sodium azide (0.237 g, 
7.30 mmol) at 22 °C. The resulting mixture was allowed to stir at 22 °C for 10 days. The mixture was 
extracted with ether (3 X 20 mL). The combined organic extracts were washed with sat. NaHC0 3 , 
dried over MgS0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetaterhexanes) of the concentrate afforded 0.227 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N- 
[(R)-l-methyl-4-azidobutyl]benzenesulfonamide as a colorless oil in 72% yield. 





0-S=0 




Ci 
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EXAMPLE 45 

4-chloro-N-(5-cWoro-2-fluorophenyI)-N-[(R)-l-methyl-4-aminobutyI]be 




NH 



2 



To a solution of 4-chIoro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-4-azidobutyl]- 
benzenesulfonamide (0.325 g, 7.77 mmol) in THF (7 mL) was added lithium aluminum hydride (1.55 
mL, 1 M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C 
for 1 h and subsequently treated by successive dropwise addition of 0.060 mL of water, 0.060 ml of 
15% sodium hydroxide solution, and 0.180 mL of water. The mixture was filtered and concentrated 
under reduced pressure. Silica gel chromatography (3:10 ethyl acetate rhexanes) of the concentrate 
afforded 0.207 g of the title compound as a light brown oil in 91% yield. 



EXAMPLE 46 

4-chloro-NK5-chloro-2-nuorophenyI)-N-[(R)-l-methyI-3-azidopropyI]benzenesuIfon 




CI 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-3-bromopropyl]- 
benzenesulfonamide (1,64 g, 3.27 mmol) in THF/H 2 0 (20/4, 24 mL) was added sodium azide (2.13 g, 
32.7 mmol) at 22 °C. The resulting mixture was allowed to stir at 22 °C for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHC0 3 , 
dried over MgS0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate:hexanes) of the concentrate afforded 1.38 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N- 
[(R)-l-methyl-3-azidopropyl]benzenesulfonamide as a colorless oil in 95% yield. 
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EXAMPIF.47 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyI-3-aminopropyl]benzenesuIfonamide 

.F 




To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-3-azidopropyI]- 
benzenesulfonamide (1.34 g, 3.27 mmol) in THF (32 mL) was added lithium aluminum hydride (6.53 
mL, 1 M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C 
for 1 h and subsequently treated by successive dropwise addition of 0.248 mL of water, 0.248 mL of 
15% sodium hydroxide solution, and 0.744 mL of water. The mixture was filtered and concentrated 
under reduced pressure. Silica gel chromatography (3:10 ethyl acetate :hexanes) of the concentrate 

afforded 1.12 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-3-aminopropyl]benzene- 
sulfonamide as a light brown oil in 85% yield. 



EXAMPTF48 

4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4-[(l,l- 
dimethyIethyl)dimethylsUyl]oxy)butyl]benzenesulfonamide 

,F 




To a solution of 4-chloro-N-[5-fluoro-2-fluorophenyl]benzenesulfonamide (500 mg, 1.65 
mmol), triphenylphosphine (909 mg, 3.47 mmol) and 5S-[[(l,l-dimethylethyl)dimethyIsilyl]oxy]-2- 
pentanol (719 mg, 3.30 mmol) in THF (7 mL) was added diisopropylazodicarboxylate (0.682 mL, 3.47 
mol) dropwise at 0 °C under nitrogen. The resulting mixture was allowed to warm to 22 °C with 
stirring. Stirring was continued for a period of 12 h followed by the addition of 15 mL of H 2 0. The 
mixture was extracted with ether (3 X 15 mL). The combined organic extracts were washed with 
NaHC0 3 and sat. brine. The organic phase was dried over Na 2 S0 4 , filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:5 ethyl acetate :hexanes) of the concentrate afforded 
466 mg of 4-chloro-N-r5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4-[(l,l-dimethylethyl)- 
dimethylsilyl]oxy)butyl]benzene-sulfonamide as a yellow oil in 56% yield. 
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EXAMPLE 49 

4-chloro-N-[5-fiuoro-2-flurophenyI]-N-[(R)-l-methyl-4-hydroxybutyI]benzenesuIfonamide 



To a solution of 4-chloro-N-[5-fluoro-2-fluropte 
dimethylsilyI]oxy)butyI]benzenesulfonamide (466 mg, 0.924 mmol) in acetonitrile (4 mL) was added 
48% aqueous HF (2 mL) dropwise at 0 °C. The resulting solution was stirred for lh at 0°C followed by 
addition of 10 ml of 1M NaHC0 3 . The product was extracted with ether (2 X 25 mL), dried over 
Na 2 S0 4? filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl acetate) of 
the concentrate afforded 317 mg of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4- 
hydroxybutyl]benzenesulfonamide as a yellow oil in 88% yield. 

1 EXAMPLE 50 

4-chloro-N-[5-fluoro-2-flurophe^ 



To a solution of 4<hloro-N-[5-fluoro-2-flurophenyl]-N4(^)-l-methyl.4-hydroxybutyl]- 
benzenesulfonamide (317 mg, 0.813 mmol) in acetonitrile (4 mL) was added triphenylphosphine (425 
mg, 1.62 mmol) and carbon tetrabromide (537 mg, 1.62 mmol) at 0 °C. The resulting mixture was 
allowed to stir at 22 °C for 12 h followed by the addition of 25 mL of sat. ammonium chloride. The 
product was extracted with ether (2 X 25 mL), dried over Na 2 S0 4 , filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:4 ethyl acetate: hexanes) of the concentrate afforded 
323 mg of 4-cWoro-N-[5-fluoro-2-fluropte^ as 
a yellow oil in 86% yield. 
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EXAMPLE 51 

(4R)-4-[N-[2,5-difluorophenyI][(4-chlorophenyl)sulfonyI] amino] pentylsulfonic acid 




SO s H 



(4R)-4-(TSf-[2,5-difluorophenyl][(4-chlorophenyl)suIfonyl]amino]pentylsulfoni acid was 
prepared analogous to (4R)-4-[2 ) 5-dichlorophenyl3[4-chlorophenyl)sulfonyl]-amine]pentylsulfonic acid 
by reacting 4-chloro-N-[2,5-difluorophenyI]-N^ with 
Na 2 S0 3 . Yield-84%; MS (ESI) 453 (M +1). 

EXAMPLE 52 

(4R)^-[N-[2,5-difluorophenyl][(4-chlorophenyl)suIfonyl]ammo]pentylsulfonylcW 



(4R)_4-[N-[2,5-difluorophenyl] [(4-chlorophenyl)sulfonyI]amino]pentylsulfonyl chloride was 
prepared analogous to (4R)-4-[2, 5-dichlorophenyI][4- chlorophenyl) sulfony]]-amino] pentylsulfonyl 
chloride by reacting (4RM-[N-[2,5-difluorophenyl]^ 
acid with phosphorus pentachloride Yield=88%; MS (ESI) 434 (M +1), 

EXAMPLE 53 

4-chioro-N-(2 ? 5-difIuorophenyI)-N-[(R)-l-methyI-4-azidobutyljbenzenesuIfonamide 






C! 



To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide (0.505 g, 1.12 mmol) in THF/H 2 0 (8/2, 10 mL) was added sodium azide (0.363 g, 
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5.58 mmol) at 22 °C. The resulting mixture was allowed to stir at 22 °C for 10 days. The mixture was 
extracted with ether (3 X 20 mL). The combined organic extracts were washed with sat. NaHC0 3) 
dried over MgS0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate:hexanes) of the concentrate afforded 0.455 g of 4~chloro-N-(2>difluorophenyl)-N-[(R)-i- 
methyl-4-azidobutyl]benzenesulfonamide as a colorless oil in 98% yield. 

EXAMPLE 54 
4-chloro-N-(2,5-difluorophenyl)-N-[^ 




Ci 



To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-4-azidobutyl]benzene- 
sulfonamide (0.394 g, 0.949 mmol) in THF (10 mL) was added lithium aluminum hydride (1.90 mL, 1 
M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C for 1 h 
and subsequently treated by successive dropwise addition of 0.072 mL of water, 0.072 mL of 15% 
sodium hydroxide solution, and 0.216 mL of water. The mixture was filtered and concentrated under 
reduced pressure. Silica gel chromatography (3:10 ethyl acetate:hexanes) of the concentrate afforded 
0.329 g of 4-chloro-N-(2,5-difluorophenyl)-N-f(R)-l-methyl-4-aminobutyl]benzenesulfonamide as a 
light brown oil in 89% yield. 



EXAMPLE 55 

4-chloro-N-(2,5-diffluoropftenyI>^ 

,F 




To a solution of 4-chloro-N-(2 ? 5-difluorophenyl)-N-[(R)-l-methyl-3-bromopropyl]- 
benzenesulfonamide (1.74 g, 3.58 mmol) in THF/H 2 0 (20/4, 24 mL) was added sodium azide (2.33 g, 
35.8 mmol) at 22 °C. The resulting mixture was allowed to stir at 22 °C for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHC0 3 , 
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dried over MgS0 4 , filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetaterhexanes) of the concentrate afforded L53 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l- 
methyl-3-azidopropyl]benzenesulfonamide as a colorless oil in 95% yield. 

EXAMPLE 56 

4-chloro-N-(2 5 5-difluorophenyl)-N-[(R)-l-methyI-3-aminopropyl]benzenesulfonamide 




O To a solution of 4-chloro-N-(2 > 5-difluorophenyl)-N-[(R)-l-methyl-3-azidopropyl]benzene- 

Jff sulfonamide (0.144 g, 3.59 mmol) in THF (35 mL) was added lithium aluminum hydride (7.16 mL, 1 
ffl M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C for 1 h 
TEp and subsequently treated by successive dropwise addition of 0.272 mL of water, 0.272 mL of 1 5% 
pj sodium hydroxide solution, and 0.816 mL of water. The mixture was concentrated under reduced 
J* pressure. Silica gel chromatography (3:10 ethyl acetate:hexanes) of the concentrate afforded 1.12 g of 
O 4-chloro-N-(2,5-difluorophenyl)-^ as a light brown 

oil in 97% yield. 

&5 EXAMPLE 57 

4-chloro-N(2 ? 5-dichlorophenyl)-N-(5-(l.l-dioxido-4-thiomorpholinyI)-l(R)- 
methylpentyl)benzenesuIfonamidc 




A solution of 4-chloro-N(2,5-dichlorophenyl)-N-[5-(lR)-methyl-5-oxo-(l . l-dioxido-4- 
20 thiomorpholinyl)pentyl]benzenesulfonamide (700 mg, 1 .20 mmol) in THF (45 mL) was treated with a 
solution of borane-methy! sulfide complex (2M in THF, 1.8 mL, 3.6 mmol) dropwise at room 
temperature. After stirring for 18 h the reaction was cooled to 0 °C and quenched with methanol (50 
mL), followed by treatment with HC1 gas. The solvents were removed and the material was then 
purified by flash chromatography (silica gel, 15% ethyl acetate/hexane) to afford the title compound 
25 (300 mg) as a white solid in 50% yield. MS (ESI), (M+H) + 553.0. IR-3430,2933,1467,1348,1326. 
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EXAMPLE 58 
N-cyclopropylmethyl-3-(lH)-imidazoIylpropylamine 




l-(3-aminopropyl)imidazole (Aldrich, 10.0 g, 0.0799 moles) was dissolved in CH2CI2 (100 
mL) along with pyridine (7.57 g, 0.0959 moles, 1.2 eq.). Cyclopropanecarbonyl chloride (Aldrich, 8.76 
g, 0.0839 moles, 1.05 eq.) was added dropwise and the mixture was stirred for 18 hours. The solvent 
was removed and the crude mixture was chromatographed over silica gel using 5-10% methanol in 
CH2CI2 with 0.5% NH40H, give the amide (14.3 g, 93%). The purified amide intermediate (14.3 g, 
0.074 moles) was dissolved in THF (300 mL). Lithium aluminum hydride (0.148 moles, 148 mL of 1M 
soln. in THF, 2.0 eq.) was added and the mixture was refluxed for 3 days. The mixture was carefully 
quenched with IN NaOH (10 mL) and refluxed for three hours. The hot solution was filtered over 
celite, and the solvent was removed to give pure N-cyclopropylmethyl-3-( 1 H)-imidazolylpropylamine 
(7.57 g, 57%) as a viscous yellow oil. NMR (CDC1 3 ); 0.09 (m, 2H); 0.46 (m, 2H); 0.90 (m, 1H); 1.89 
(quintet, J=6.9Hz, 2H); 2.43 (d, J-6.9 Hz, 2H); 2.61 (t, J-6.8Hz, 2H); 4.05 (t, J=6.9Hz, 2H); 6.92 (s, 
1H); 7.05 (s, 1H);7.48 (s, 1H). 

EXAMPLE 59 

4-chloro-N-(2,5-dicMorophenyl^ 

1 (R)-methyIpropylcar boxamido J benzenesul fonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-(3-(carboxy)- 1 (R)-methylpropyl)benzenesulfonamide (405 
mg, 0.928 mmoles) was dissolved in THF (10 mL) and CH2CI2 (15 mL). N-Cyclopropylmethyl-3- 
(lH)-imidazolylpropylamine (166 mg, 0.928 mmoles) was added along with l-(3- 
(dimethylamino)propyl)-3-ethylcarbodiimide hydrochloride (230 mg, 0.0012 moles, 1.3 eq.) and 
Hunig's base (1 drop). The mixture was stirred at room temperature for 18 hours and the solvents were 
removed. The residue was dissolved in CH2C12, washed with sat. NaHC03, and brine. The organic 
layer was dried over Na2S04 and evaporated. Chromatography over silica gel using 2-10% methanol 
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in CH2CI2 with 0.5% NH4OH gave 4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(N'-cyclopropylmethyl)- 
N'(3-(lH)-imidazolylpropyl)]-l(R)-methylpropylcart>oxamido]benzenesulfonamide (370 mg, 67%). 
Yellow viscous oil: IR (neat, CH2CI2) 1637, 1467, 1348, 1166, 1095, 622 cm" 1 ; MS (ESI+), 599 
(M+H) + . 

EXAMPTF, 60 

4-chloro-N-(2,5-dichIorophenyI)-N-[4-(N'-cyclopropylmethyl)-N'(3-(lH)-imidazolyipropylamino)- 

l(R)-methylbutyl]benzenesulfonamide 

O-S-O 
CI 

4-cWoro-N<2,5-dichlorophenyl^^ 
l(R)-methylbutylcarboxamide)benzenesulfonamide (LOO g, 1.67 mmoles) was dissolved in THF (50 
mL). Borane dimethyl sulfide (2.51 moles, 1.25 mL of a 2.0M solution in toluene, 1.5 eq.) was added 
and the mixture was refluxed for 6 hours, then allowed to stir at room temperature for 18 hours. The 
mixture was slowly quenched with methanol (5 mL) 5 and IN HC1 (5mL). The solvent was removed, 
the residue was dissolved in CH2CI2 and washed with IN NaOH, then brine. Prep HPLC (Reverse 
phase, methanol/H2O/0.1% trifluoroacetic acid) gave a small amount of pure product (75.2 mg, 8%). 
Yield=8%; Colorless viscous oil: IR (neat, CH2CI2) 1467, 1350, 1167, 1094, 753, 622 cm" 1 ; MS 
(ESR), 583 (M+H) + . 

EXAMPLE 61 

2-(methylsulfonylmethyl)piperidinel) 2-(methylsulfonylmethyl)pyridine 

Picolyl chloride hydrochloride (15.9 g, 0.0967 moles) was dissolved in DMF (70 mL) and 
methanesulfmic acid sodium salt (10.9 g, 0.106 moles, 1.1 eq.) was added along with triethylamine 
(10.7 g, 0.106 moles, 1.1 eq.). The mixture was refluxed for 1 hour. The DMF was removed, the residue 
dissolved in CH2CI2, washed with sat. Na2C03, and brine. The organic layer was dried over Na2SC>4 
and evaporated to give crude product. Purification was performed over silica gel using 20-100% ethyl 
acetate/hexane to give a yellow oil which solidified on standing (4.50 g, 27%). 
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EXAMPLE 62 
(2) 2-(methylsulfonylmethyI)piperidine 

2-(Methylsulfonylmethyl)pyridine (4.40 g, 0.0257 moles) and Pt02 (0.50 g) were suspended in 
ethanol (80 mL) with IN HC1 (15 mL). The mixture was hydrogenated at 50 psi for 18 hours. The 
catalyst was filtered and the solvent removed. The residue was dissolved in CH2CI2 and washed with 
sat. Na2C03, The aqueous layer was extracted with CH2CI2 (3 x 25 mL). The organic layers were 
combined and dried over Na2S04 and evaporated to give a yellow oil (4.1 1 g, 90%) which solidified on 
standing. Further purification was unnecessary. LCMS (178, M+H). 

EXAMPLE 63 
4-(methyIsulfonylmethyI)piperidine 

To a stirred solution of 4-(hydroxymethyl)piperidine (6.00 g, 52.0 mmol) in 100 mL of CH 2 C1 2 
was added di-/erM>utyl dicarbonate (12.52 g, 57.0 mmol) at 0 °C and stirred for lh. The reaction 
mixture was warmed to room temperature over a period of 1 h. The solvents were removed and the 
solid was diluted with 250 mL of ethyl acetate, washed with 1M NaOH (200 mL), brine (200 mL), and 
and dried over Na 2 S0 4 . The solvent was evaporated to afford an oil. 

The resulting oil was dissolved in toluene (300 mL) and triphenylphosphine (14 g, 55 mmol), 
iodine (14 g, 55 mmol), and imidazole (4.3 g, 63 mmol) were added. The reaction mixture was stirred 
at room temperature for lh and the solvent was removed. The crude product was passed through silica 
gel using 10% ethyl acetate in hexanes as the eluent to yield an oil after concentration of the desired 
fractions. 

The resulting oil was dissolved in THF (100 mL) and sodium thiomethoxide (L20 g, 16.0 
mmol) was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with 
ethyl acetate (100 mL), washed with water (200 mL), and dried over Na 2 S0 4 . The solvents were 
removed to afford an oil. 

The resulting oil was dissolved in CH 2 C1 2 and 3-chloroperoxybenzoic acid (5.90 g, 34.0 mmol) 
at room temperature and allowed to stir overnight. The reaction mixture was washed with IN NaOH 
(50 mL), and dried over Na 2 S0 4 . The crude sulfone was purified using silica gel chromatography 
(ethyl acetate) to yield the title compound as an oil in 41% overall yield. 
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EXAMPLE 64 
3-(methylsulfonylmethyI)piperidine 

To a stirred solution of 3-(hydroxymethyI)piperidine (4.43 g, 35.0 mmol) and pyridine (14.2 
5 mL) in 100 mL of CH 2 C1 2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 °C and stirred for 
18h. This mixture was washed with 2M HC1 (50 mL), dried over Na 2 S0 4 and the solvent was 
evaporated to afford an oil. 

>. y 

The resulting oil was dissolved in CH 2 C1 2 (70 mL), triethylamine (17.6 mL), and 
methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
10 for 12 h. This mixture was washed with water (50 mL), dried over Na 2 S0 4 and the solvent was 
evaporated to afford an oil, 

€3 The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 

~5 was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
O acetate (100 mL), washed with water (200 mL), and dried over Na 2 S0 4 . The solvents were removed to 
3{5 afford an oil. 

b The resulting oil was dissolved in CH 2 C1 2 (100 mL) and 80% 3-chloroperoxybenzoic acid (20.1 

5i g, 70.0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
h& washed with IN NaOH (50 mL), and dried over Na 2 S0 4 . The crude sulfone was purified using silica 
2( gel chromatography (ethyl acetate) to yield an 4.69 g of an oil. 

20 The resulting oil was suspended in 50 mL of 6N HC1 and heated to 1 10 °C for 18h. To the 

resulting solution was added 35 mL of 10N NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 30% overall 
yield. 

EXAMPLE 65 

25 4-(sulfonylmethyI)piperidine 

To a stirred solution of 4-(hydroxy)piperidine (3.89 g, 35.0 mmol) and pyridine (14.2 mL) in 
100 mL of CH 2 C1 2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 °C and stirred for 18h. This 
mixture was washed with 2M HC1 (50 mL), dried over Na 2 S0 4 and the solvent was evaporated to afford 
an oil. 

30 The resulting oil was dissolved in CH 2 C1 2 (70 mL), triethylamine (17.6 mL), and 

methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
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for 12h. This mixture was washed with water (50 mL), dried over Na 2 S0 4 and the solvent was 
evaporated to afford an oil. 

The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 
was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
5 acetate (100 mL), washed with water (200 mL), and dried over Na 2 S0 4 . The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH 2 C1 2 (100 mL) and 80% 3-chloroperoxybezoic acid (20.1 
g, 70.0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
washed with IN NaOH (50 mL), and dried over Na 2 S0 4 . The crude sulfbne was purified using silica 
10 gel chromatography (ethyl acetate) to yield 5.18 g of an oil. 

The resulting oil was suspended in 50 mL of 6N HC1 and heated to 110 °C for 18 h. To the 
l - resulting solution was added 35 mL of 10N NaOH and the mixture was extracted with ether 

f * ; (lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 36% overall 
yield. 

t/j5 EXAMPLE 66 

3-(suIfonylmethyl)piperidine 

S"l To a stirred solution of 3-(hydroxy)piperidine hydrochloride (5.29 g, 35.0 mmol) and pyridine 

H- (14.2 mL) in 100 mL of CH 2 C1 2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 °C and stirred 
fl for 18h. This mixture was washed with 2M HC1 (50 mL), dried over Na 2 S0 4 and the solvent was 
PJ20 evaporated to afford an oil. 

The resulting oil was dissolved in CH 2 C1 2 (70 mL), triethylamine (17.6 mL), and 
methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
for 12 h. This mixture was washed with water (50 mL), dried over Na 2 S0 4 and the solvent was 
evaporated to afford an oil. 

25 The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 

was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
acetate (100 mL), washed with water (200 mL), and dried over Na 2 S0 4 . The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH 2 C1 2 (100 mL) and 80% 3-chloroperoxybezoic acid (20.1 
30 g, 70.0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
washed with IN NaOH (50 mL), and dried over Na 2 S0 4 . The crude sulfone was purified using silica 
gel chromatography (ethyl acetate) to yield 5.20 g of an oil. 
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The resulting oil was suspended in 50 mL of 6N HC1 and heated to 1 10 °C for 18 h. To the 
resulting solution was added 35 mL of 10N NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 38% overall 
yield. 

EXAMPLE 67 
(S)-3-(suIfonylmethyl)pyrrolidine 

To a stirred solution of (R)-3-pyrrolidinol hydrochloride (4.76 g, 35.0 mmol) and pyridine (14.2 
mL) in 100 mL of CH 2 C1 2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 °C and stirred for 18 
h. This mixture was washed with 2M HC1 (50 mL), dried over Na 2 S04 and the solvent was evaporated 
to afford an oil. 

The resulting oil was dissolved in CH 2 C1 2 (70 mL), triethylamine (17.6 mL), and 
methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
for 12 h. This mixture was washed with water (50 mL), dried over Na 2 S0 4 and the solvent was 
evaporated to afford an oil. 

The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 
was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
acetate (100 mL), washed with water (200 mL), and dried over Na 2 S0 4 . The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH 2 C1 2 (100 mL) and 80% 3-chloroperoxybenzoic acid (20.1 
g, 70.0 mmol) at room temperature and allowed to stir overnight. The reaction mixture was washed 
with IN NaOH (50 mL), and dried over Na 2 S0 4 . The crude sulfone was purified using silica gel 
chromatography (ethyl acetate) to yield 5.49 g of an oil. 

The resulting oil was suspended in 50 mL of 6N HC1 and heated to 110 °C for 18h. To the 
resulting solution was added 35 mL of 10N NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 39% overall 
yield. 
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EXAMPLE 68 
(R)-(2-(methylsulfonyl)methyl)pyrroIidine 

N-Benzoyl-(R)-(2-(methylthio)methyl)pyrrolidine was prepared by the method of Dieter and 
5 Tokles (J.A.C.S., I987»/OP,2040-2046). 

N-BenzoyI-(R)-(2-(methylthio)methyl)pyrrolidine (2.70 g, 0.0115 moles) was dissolved in 
CH2CI2 (50 mL), cooled to 0 °C, then meta-chloroperbenzoic acid (3.97 g, 0.0287 moles, 2.5 eq.) was 
added over 1 0 min. The mixture was stirred at room temperature for 2 hours, diluted with CH2C12, and 
washed with brine. The organic layer was dried over Na2S04 and evaporated to give crude product. 
10 Purification was performed over silica gel using 20-100% ethyl acetate/ hexane to give N-benzoyl-(R)- 
(2-(methylsulfonyl)methyl)pyrrolidine as a yellow solid (1.70 g , 0.00637 moles, 55%). LCMS (268, 
JS (M+H)). 

yp N-Benzoyl-(R)-(2-(methylsulfbnyl)methyl)pyrrohdine (1.70 g, 0.00637 moles) was dissolved 

in 2N HC1 (20 mL) and refluxed for 48 hours. The mixture was cooled and neutralized with sat. 

RI15 K2CO3. The aqueous layer was extracted using 50% ethyl acetate/ t-BuOH, dried over MgS0 4j dried 
over Na2S04 and evaporated to give (R)-(2-(methylsulfonyl)methyl)pyrrolidine as a yellow oil (600 

Jr? mg, 0.00368 moles, 58%) which was used without further purification. LCMS (186, (M+23)). 

yp The preparation of ester intermediates can be carried out according to the general procedure 

Jr: described herein for coupling of N-aryl-N-haloalkyl sulfonamides with amines, using commercially 
20 available methyl thiazolidine-2-carboxylate (Lancaster, CAS# 50703-06-5). Methyl (R)-thiazolidine-4- 
carboxylate (CAS#65983»36-0) was prepared from the acid following literature procedures. 
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EXAMPLE 69 



4-chloro-N-(2,5-dichlorophen^ 

methylpropyl)benzenesulfonamide 



O 



CI 




N 



6 



o=s=o 




CI 



To a solution of 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[(R)-l-methyl-3-bromopropyI]benzene- 
sulfonamide (0.375 mg, 0.795 mmol) in CH3CN (20 mL), was added 2-(methylsulfonyl- 
methyl)piperidine (0.282 g, 1.59 mmol), K2CO3 (500 mg), and Hunigs base (2 drops). The mixture 
was refluxed for 2 days. The solvent was removed and the crude mixture was dissolved in CH2CI2 and 
washed with brine. The CH2CI2 layer was dried over Na2S04 and evaporated to give crude product. 
Purification was performed over silica gel using 10% methanol in CH2CI2 with 0.5% NH4OH to afford 
4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methylsuIfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)- 
benzenesulfonamide as a yellow glassy olid in 80% yield. IR (KBr) 1468, 1349, 1296, 1167, 1138, 
1095, cm' 1 ; MS (ESI+), 567(M+H) + . 

EXAMPLE 70 
4-chloro-N-(2,5-dichlorophenyi>^ 

methylpropyljbenzenesulfonamide 



4-chloro-N-(2,5-dichlorophenyl)-N- [3-[[3 -(methylthio)methyl]- 1 -piperidinyl]- 1 (R)- 
methylpropyljbenzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4- 




Cl 
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chloro-N-[2,5-dichlorophenyl]-^ with 3-(methyl- 

thiomethyl)piperidine. Yield=86%; MS (ESI+), 535(M+H) + . 



EXAMPLE 71 



5 



4-chloro-N-(2 ? 5-dichlorophenyI)-N-[3-[(3-(methylsuIfonyI)methyl]-l-piperidinyl]-l(R)- 

methylpropyl] benzenesulfonamide 




CI 



CI 



CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[[3-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 
methylpropyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methyl> 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4- 

JUO chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-3-bromopropyl]benzenesulfonami^ with 3-(methyl- 

\'l sulfonylmethyl)piperidine. Yield=81%; MS (ESI+), 567(M+H) + . 



4-chloro-N»(2 ) 5-dichlorophenyl)-N-[3-[(4-methylthio)- 1 -piperidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4~chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 4-(methylthio)- 
20 piperidine. Yield=88%; MS (ESI+), 521(M+H) + . 



EXAMPLE 72 

4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(4-methyIthio)-l-piperidinyl]-l(R)- 
methylpropyl] benzenesulfonamide 




15 



ci 
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EXAMPLE 73 
4-chIoro-N-(2,5-dichlorophenyI)-N-[^^ 

methylpropyljbenzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyI)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonam by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R> 1 -methyl-3-bromopropyl]benzenesulfonamide with 4-(methylsulfonyl)- 
piperidine. Yield=94%; MS (ESI+), 553(M+H) + . 

EXAMPLE 74 

4-chioro-N^2,5-dichlorophenyl)-N-[3-[(3-methylthio)-l-piperidinyl]-l(R)- 
methylpropyljbenzenesulfonamide 




CI 



4-chloro-NK2,5-dichlorop 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfo^ by reacting 4-chloro- 

N-[2 ) 5-dichlorophenyl]-N-[(R)-l-methyl-3-bromopropyl]benzenesulfonamide with 3-(methylthio)- 
piperidine. Yield-85%; MS (ESI+), 521(M+H) + . 
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EXAMPLE 75 

4-chloro-N-(2,5-dichlo™^ 

methylpropyljbenzenesultonamide 




CI 



4-chloro-N-(2 s 5-dichlorophenyl)-N-[3-[(3-methylsulfonyl)- 1 -piperidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyI]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 3-(methylsulfonyl)- 
piperidine. Yield-90%; MS (ESI+), 553(M+H)+ 

EXAMPLE 76 

4-chloro-N-(2 ? 5-dichIorophenyl)-N-[3-[(3-methyIthio)-l-pyrroIidinyI]-l(R)- 
methy Ipropy I] benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 3-(methylthio)pyrrolidine, 
Yield=83%; MS (ESI+), 507(M+H) + . 
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EXAMPLE 77 



4-chioro-N-(2,5-dichIorophenyl)-N-[3-[(3-methylsuIfonyI)-l-pyrroIidinyI]-l(R)- 
met hylpr opyl] b enzen esulf o namide 




CI 



4-chioro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylsulfonyI)- 1 -pyrrolidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2 J 5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonam by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)-l-methy]-3-bromopropyl]benzenesulfonamide with 3-(methylsulfonyl)- 

pyrrolidine. Yield=86%; MS (ESI+), 539(M+H)' f . 

EXAMPLE 78 

4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-((methylsuIfonyl)methyl)-l-piperidinyI)-l(R)- 

methylbutyl)benzenesulfonamide 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[2-(methylsulfonyl)methyl]-l-piperidiny^ 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyI)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzenesulfonamide with 2-(methylsulfonyl- 
methyl)piperidine. Yield=28 %; yellow foam: IR (neat, CH2CI2) 1467, 1296, 1 166, 1138, 1095, 622, 

cm" 1 ; MS (ESI+), 581(M+H) + 




C! 
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EXAMPLE 79 



4-chloro-N-(2,5-dicfolorophenyI)^ 

methylbutyl]benzenesulfonamide 




O^S-O 




CI 



4~chloro-N-(2,5-dichloropheny^ 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)4(R)-methylpropyl)b by reacting 4-chloro- 

N-[2 ) 5-dichlorophenyl]-N4(R)-l-methyl-4-bromobutyl]benzenesulfonamide with 4-(methylsulfonyl- 
methyl)piperidine. Yield=60%; MS (ESI+), 581(M+H)+ 

EXAMPLE 80 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[3-[(methylthio)methyI]-l-piperidinyI]-l(R)- 

methylbuty I] benzenes ulfonamide 



4-chloro-N-(2,5-dichlorophenyI)-N-[4-[[3-(methylthio)methyl]- 1 -piperidinyl]- 1 (R)- 
methyibutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-(2 ? 5-dichlorophenyI)-N-(3-(2- 
((methylsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R> 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(methylthio- 
methyl)piperidine. Yield=91%; MS (ESI+), 549(M+H) + . 




CI 
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EXAMPLE 81 

4-chloro-N-(23-dicIhIorophe^ 

methylbutyljbenzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)^ 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyI)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfo^ by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)-l-methyI-4-bromobutyl]benzenesulfonamide with 3-(methylsulfonyl- 
methyl)piperidine. Yield=77%; MS (ESI+), 581(M+H) + . 

EXAMPLE 82 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(4-metfaylthio)-l-pipendinyl]-l(R)- 
methylbuty 1] benzenes ulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(4-methylthio)-l-piperidinyl]-l(R^ 
methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 4-(methylthio)- 

piperidine. Yield=88%; MS (ESI+), 53S(M+H) + . 
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EXAMPLE 83 

4-chloro-N-(2,5-dichlorophenyI)-N-[4-[(4-methylsuIfonyI)-l-piperidinyI]-l(R)- 
methylbutyljbenzenesulfonamide 




CI 



4-chloro-N-(2,5-dichIorophenyl)-N-[4-[(4-methylsulfonyl)- 1 -piperidinyl]- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2 ? 5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyI)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R> 1 -methyl-4-bromobutyl]benzenesulfonamide with 4-(methylsuIfonyl)- 
piperidine. Yield=92%; MS (ESI+), 567(M+H)+ 

EXAMPLE 84 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylthio)-l-piperidinyl]-l(R)- 
methyIbutyl]benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylthio)- 1 -piperidinyl]-l(R)-methylbutyI]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)-l-metliyl-4-brornobutyl]benzenesulfonamide with 3-(methylthio)piperidine. 
Yield=89%; MS (ESI+), 535(M+H) + . 
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EXAMPLE 85 

4-chIoro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylsuIfonyl)-l-piperidin 
met hy Ibutyl] benzenesulfonamide 




CI 



4-cMoro-N-(2,5-dichloroph^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(methylsuI fonyl)- 
piperidine. Yield=93%; MS (ESI+), 567(M+H)+ . 

EXAMPLE 86 
4-chloro-N-(2,5-dichIorophenyI)-^ 

methylbuty I] benzenesulfonamide 




CI 



4-chloro-N-(2 ? 5-dichlorophenyl)-N-[4-[(3-methylthio)- 1 -pyrrolidinyl]- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonam by reacting 4-chloro- 
N-[2 ,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(methylthio> 
pyrrolidine. Yield=86%; MS (ESI+), 521(M+H) + . 
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EXAMPLE 87 



4-chloro-N-(2,5-dichIorophenyl)-N-[4-[(3-methylsuIfonyI)-l-pyrroIidinyl]-l(R)- 
methylbutyljbenzenesulfonamide 




o^s=o 




CI 



4-chloro-N-(2,5-dichlorophenyO 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamid by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- I-methyl-4-bromobutyl]benzenesulfonamide with 3-(methylsulfonyl)- 

pyrrolidine. Yicld=88%; MS (ESI+), 553(M+H) + . 

EXAMPLE 88 

4-chloro-N-(2,5-dichlorophenyO 

methyIbutyl)benzenesulfonamide 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-(((R)-methylsulfonyl)methyl)- 1 -pyrrolidinyl)- 1 (R)- 
methylbutyl)benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methyIpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyI]-N- [(R)- 1 -methyl -4-bromobutyl]benzenesulfonamide with (R)-(2-(methy I- 
sulfonyl)methyi)pyrroIidine. Yield=10 %; yellow oil: IR (neat, CH2CI2) 1349, 1301, 1166, 1130, 

1094, 622, cm" 1 ; MS (ESI+), 569(M+H) + . 




CI 
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EXAMPLE 89 

4-chIoro-N-(23-dichlorophen^ 

methylbutyI)benzenesuIfonamide 




4-chloro-N-(2 ) 5-dichlorophenyl)-N-(4-(2-(((S)-methylsulfonyl)methyl)- 1 -pyrrolidinyl)- 1 (R)- 
methylbutyl)benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidm^^ by reacting 4-chloro- 

N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with (S)-(2-(methyl- 
sulfonyl)methyl)pyrrolidine. Yield=43 %; yellow oil: IR (neat, CH2CI2) 1467, 1350, 1302, 1167, 

1094, 622, cm" 1 ; MS (ESI+), 569(M+H)+ 



EXAMPLE 90 

4-chIoro-N-(2,5-dichlorophenyl)-N-[5-{3-[(methyIsulfonyI)methyl]-l-piperidinyl]-l(R) 

raethylpentyl]benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[^^ 
methylpentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyI)-N-(3- 
(2-((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]benzenesulfonamide with 3-(methyl- 
sulfonylmethyl)piperidine, Yield=74%; MS (ESI+), 595(M+H)+ 
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EXAMPLE 91 

4-chloro-N-(2 ? 5-dichIorophenyl)-N-[S-J(4-methylsulfonyl)-l-piperidinyI]-l(R)- 
methylpentyl] benzenesulfonamide 




CI 



CI 



o=s=o 




N 



a 



o 



ci 



4-chloro-N-(2 J 5-dichlorophenyl)-N-[5-[(4-methylsulfonyl)- 1 -piperidinyl]- l(R)-methylpentyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)4-piperidinyl)-l(R)-methylpropyl)benzenesulfo^ by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]benzenesulfonamide with 4-(methylsulfonyl)- 
piperidine. Yield=79%; MS (ESI+), 581(M+H) + . 

EXAMPLE 92 

4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(3-methylsulfonyI)-l-piperidinyI]-l(ll)- 
methylpentyljbenzenesulfonamide 



4-chloro-N-(2,5-dich}orophenyl)-N-[5-[(3-methylthsulfonyl)- 1 -piperidinyl]- l(R)-methyl- 
pentyljbenzenesulfonamide was prepared analogous to 4-chloro-N-(2 ? 5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-! -piperidinyl)- l(R)-methylpropyl)benzenesulfcnamide by reacting 4-chloro- 
N-[2 ) 5-dich]orophenyl]-N-[(R)-l-methyl-5-bromopentyl]benzenesulfonamide with 3-(methylsulfonyl)- 
piperidine. Yield=82%; MS (ESI+), 581(M+H) + . 




CI 
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EXAMPLE 93 



4-chIoro-N-(2,S-dichlorophenyl)-N-[5-[(3-methyIsuIfonyI)-l-pyrrolidinyI]-l(R)- 
methylpentyljbenzenesulfonamide 




CI 



CI 



C! 



4-cMoro-NK2,5-dichloroph^ 
penfyljbenzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesuifo^ by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]benzenesulfonamide with 3-(methylsulfonyl)- 
pyrrolidine, Yield=72%; MS (ESI+), 567(M+H) + . 

EXAMPLE 94 
4-chloro-N-(2,5-dichlorophenyI)-N-(5-^^ 

methyipentyI)benzenesulfonamide 



4-chloro-N^2,5-dichlorophe^ 
methylpentyljbenzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsuIfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyI)benzenesulfonamide by reacting 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl -5 -bromopentyljbenzenesulfonamide with 4- 
(methylsulfonylmethyl)piperidine. Yield=68%; yellow oil: IR (neat, CH2CI2) 1467, 1301, 1166, 1136, 

1093, 622 cm' 1 ; MS (ESI+), S95(M+H)+ 




CI 
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EXAMPLE 95 

4-chloro-N-(2,5-dichlorophe^^ 



methylpentyl)benzenesulfbnamide 



O 



CI 




CI 



5 4-chloro-N-(2,5-dichiorophenyl)-N^5-^ 

methylpentyljbenzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2<(methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenes by reacting 4- 

; j chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl.5-bromopenty with 2-(methyl- 

^ sulfonylmethyl)piperidine. Yield=73 %; yellow oil: IR (neat, CH2CI2) 1467, 1297, 1166, 1139, 1094, 

fjb 623, cm- 1 ; MS (ESK), 595(M+H)+. 



1 5 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxymethyl-3-thiazolidinyl)- 1 (R)-methylpropyl)- 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonam by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- l-methyl-3-bromopropyl]benzenesulfonamide with 2-carboxymethyl-3- 
thiazolidine. Yield=6%; White powder: IR (KBr) 1747, 1467, 1352, 1166, 1094, 622 cm" 1 ; MS 

20 (ESI+), 537 (M+H)+ 



EXAMPLE 96 

4-chloro-N-(2,5-dichlorophenyl)-N-(3K2-carboxymethyl-3-thiazolidinyI)-l(R)- 
methylpropyl)benzenesulfonamide 




CI 



MeO 



CI 
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EXAMPT 97 
4-chloro-N-(2,5-dichIorophe^ 

methylpropyl)benzenesulfonamide 




o=s~o 




ci 



4-chloro-N<2 5 5-dichlorophenyI)-N-(3<2-carboxymethyl-3-thiazoIidinyl)-^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2 ? 5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)4-piperidinyl)-l(R)-methylpropyl)benzen^ by reacting 4-chloro- 

N42 ? 5-dichlorophenyl]-N-t(R)-l-methyl-3-broinopropyl]benzenesulfonamide with 2-carboxymethyl-3- 
thiazoiidine. Yield=7%; White powder: IR (KBr) 1747, 1467, 1352, 1167, 1094, 622 cm"*; MS 
(ESI+), 537(M+H) + . 

EXAMPTF 
4-chIoro-N-(2,5-dichlorophenyI)-N^^ 

methylbutyl)benzenesulfonamide 



OMe 




Cf 



4-chIoro-N<2,5-dichlorophenyl)^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamid^ by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R> l-methyl-4-bromobutyI]benzenesulfonamide with 2-carboxymethyl-3- 
thiazolidine. Yield=25%; MS (ESI+), 551(M+H) + . 
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EXAMPLE 99 
4-chIoro-N-(2,5-dichlorophenyl)-N-^ 

methylpentyI)benzenesulfonamide 




ci 



4-chloro-N^2,5-dichloropheny^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzene by reacting 4-chloro- 

N-[2,S-dichlorophenyl]-N-[(^ with 2-carboxymethyl-3- 

thiazolidine. Yield=39%; Colorless oil: IR (neat, CH2CI2) 1748, 1467, 1352, 1167, 1095, 623 cm" 1 ; 
MS (ESI+), 565(M+H) + . 

EXAMPLE 100 

4-chIoro-N-(2,5-dichIorophenyI)-N-(3-(5-carboxymethyl-3-tfaiazolidinyl)«l(R)- 
methylpropyI)benzenesulfonamide - 




CI 



4-chloro-N<2,5-dichlorophenyl)-^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyI)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N- [(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 5-carboxymethyl-3- 
thiazolidine. Yield=31%; Colorless oil: IR (neat, CH2CI2) 1742, 1467, 1352, 1167, 1094, 622 cm" 1 ; 
MS (ESR), 539 (M+H) + . 
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EXAMPT.F :im 

4-chloro-N-(2,5-dichlorophenyI)-N-(3-(5-carboxymethyl-3-thiazolidinyI)-l(R)- 
methylpropyl)benzenesuIfonamide 




CI 



4-cMoro-N-(2,5-dichlorophenyl)-N-(3<5-carboxymethyl-3-thiazolidinyI)-l(R)-methylpropyl)- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((me%lsuIfonyl)methyl)-l-piperidinyl)-l(R)-methyIpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 5-carboxymethyl-3- 
thiazolidine. Yield=21%; Colorless oil: IR (neat, CH2CI2) 1738, 1467, 1351, 1167, 1095, 622 cm"!; 
MS (ESI+), 539 (M+H) + . 



EXAMPT.F, 102 

4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3-thiazolidinyI)-l(R)- 
methylpropyl)benzenesuIfonamide 




1 1 ' 

0=S=0 V 




CI 



To a stirring solution of 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxymethyl-3- 
thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide (109 mg, 0.203 mmol) in methanol (20 mL) was 
added 50% aqueous KOH (1.0 mL) and the mixture was stirred at room temperature for 18 hours. The 
solvent was removed and the crude mixture was dissolved in CH2CI2 and washed with IN HC1. The 
CH2CI2 layer was dried over Na2S04 and evaporated to give crude product. Purification was 
performed over silica gel using 5-10% methanol in CH2CI2 with 0.5% NH4OH to afford 4-chloro-N- 
(2,5-dichlorophenyl)-N-(3-(2-carboxy-3-thiazolidinyl)-l (R)-methylpropyl)benzenesulfonamide as a 
beige foam in 66% yield. IR (KBr) 1467, 1351, 1 167, 1094, 753, 622 cm"!; MS (ESI+), 523 (M+H)+ 
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EXAMPLE 103 

4-chloro-N-(2,5-dichIorophenyI)-N-(4-(2-carboxy-3-thiazolidinyI)-l(R)- 
methylburyl)benzenesuIfonamide 



OH 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-carb^^^ 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)-l(R)-methylpropyl)ben2enesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(4-(2-carboxymetftyl-3-thiazolidinyl>^ with 50% aqueous KOH. 

Yield=77%; White foam: IR (KBr) 1467, 1351, 1167, 1093, 753, 622 cm" 1 ; MS (ESI+), 537 (M+H) + . 

EXAMPLE 104 

4-chloro-N-(2,5-dichIorophenyl)-N-(5-(2-carboxy-3-thiazolidinyl)-l(R)- 
methylpentyl)beiizenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-(5-(2-ca^ 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(5-(2-carboxymethyl-3-thiazolidinyl)-l(R)-methylpentyl)benzenesulfonamide with 50% aqueous KOH. 
Yield-67%; White foam: IR (neat, CH2CI2) 1467, 1350, 1167, 1093, 753, 622 cm" 1 ; MS (ESI+), 553 

(M+H) + . 
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EXAMPLE 105 

4-chloro-N-(2 ) 5-dichIorophenyI)-N-(3~(5-carboxy-3-thiazolidinyl)-l(R)- 
methylpropyl)benzenesulfonamide 




CI 



4-chloro-N-(2 ? 5-dichlorophenyl)-N-(3-(5-carboxy-3-thiazolidinyl)-l(^)-meth^ 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyI)-N-(3-(2-carboxy-3- 
thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(3-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methylpropyl)benzenesuifonamide with 50% aqueous KOH. 

Yield=70%; White foam: IR (KBr) 1467, 1350, 1 167, 1094, 753, 622 cm" 1 ; MS (ESI+), 525 (M+H) + 



EXAMPLE 106 

4-chloro-N-{2,5-dichlorophenyI)-N-(4-(5-carboxy-3-thiaxolidinyI)-l(R)- 
methylbutyl)benzenesulfonamide 




CI 



4-chloro~N-(2,5-dichIorophenyl)-N-(4^5-carboxy-3^ 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichIorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
{4-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methylbutyl)benzenesulfonamide with 50% aqueous KOH. 

Yield-45%; White powder: IR (KBr) 1467, 1350, 1167, 1094, 754, 622 cm" 1 ; MS (ESI+), 537 

(M+H) + . 
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EXAMPLE 107 

4-cliIoro-N-(2,5-dichIorophenyI)-N-(5-(5-carboxy-3-thiazolidinyl)-l(R)- 
methylpentyI)benzenesuifonamide 




Ci 



5 4-chloro-N-(2 f 5-dichloropheriyl)-N-(5-(5-carboxy-3-thiazolidinyl)-i(R)-meth^ 

sulfonamide was prepared analogous to 4-chloro-N-(2 ? 5-dich!oropheny!)-N-(3-(2-carboxy-3- 
thiazoIidinyl)-i(R)-methylpropyl)benzenesulfonamide by reacting 4-chIoro-N-(2,5-dichlorophenyl)-N- 
]^ (5-(5-carboxymethyl-3-thiazolidiny with 50% aqueous KOH. 

§ Yield=34%; White powder: IR (KBr) 1467, 1350, 1167, 1094, 754, 623 cm" 1 ; MS (ESI+), 551 

M0 (M+H) + . 



EXAMPLE 108 

4-chloro-N-(2,5-dichlorophenyI)-N-[5-[N-(2,5-dichlorophenyl)-N-[(4- 
chloropheiiiyl)sulfonyI]amino]-l(R)-inethylpentyl3ben2enesuIfonamide 




CI 



15 4-chloro-N-(2 ) 5-dichlorophenyl)-N-[5-[N-(2,5-dichlorophenyl)-N-[(4-chlorophenyl)- 

sulfonyl]amino]-l(R)-methylpentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5- 
dichlorophenyI)-N-[4-[[4-(methylsu!f^^ 

sulfonamide by reacting 4-chloro-N-(2,5-dichIorophenyl)-N-[4-bromo-l(R)-methylbutyl]benzene- 
sulfonamide with 4-chloro-N-(2,5-dichlorophenyl) benzenesulfonamide. Yield=20%; MS (ESI+), 

20 771(M+NH 3 ) + . 
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EXAMPLE 109 



4-chIoro-N-(5-chIoro-2-.fiuorophenyl)-N-[4-[(methylsuIfonyl)amino]-l(R)- 
methylbutyljbenzenesulfonamide 




F 



CI 



CI 



4-chloro-N-(5-chloro-2-fluoroph 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4- 
(methyIsulfonyl)methyl]-l-pip^ by reacting 4-chloro-N- 

(5-chloro-2-fluorophenyl)-N-[4-bromo- 1 (R)-methylbutyl]benzenesulfonamide with methane- 
sulfonamide. Yield=89%; MS (ESI+), 483(M+H) + . 

EXAMPLE 110 
4-chIoro-N-(5-chloro-2-nuorophenyl)-^ 

methylbutyl] benzenesulfonamide 



4-chloro-N-(5 -chloro-2-fluorophenyl)-N-[4-[(methylsulfonyl)rnethylamino]- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methyl- 
sulfonyl)methyl]-l-piperidinyl]-l(R)-methylbutyl]benzenesuIfonamide by reacting 4-chloro-N-(5- 
chloro-2-fluorophenyl>N- [4-bromo- 1 (R)-methy lbutyljbenzenesulfonamide with N-methyl- 
methanesulfonamide. Yield-81%; MS (ESI+), 497(M+H)+ 




O 
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EXAMPTF111 

4-chIoro»N-(5-chIoro-2-fluorophenyl)-N-[4-(4-morpholinyl)-l(R)- 
methylbutyl] benzenesulf onamide 




4-cMoro-N-(5-chloro-2-fluo^ 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methyl- 
sulfonyl)methyl]-l-piperidinyI]-l(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-(5- 
chloro.2-fluorophenyl)-N44.bromo-l(R)-methylbutyl]benzenesulfonam with morpholine. 
Yield=87%; MS (ESI+), 475(M+H)+ 

EXAMPLE 112 
4-chIoro-N<2,5-dkhlorophenyI)-N-[4-m^^ 



To a solution of 4-chloro-n-(2 > 5-dichlorophenyl)-n-[(r)-l-methyl-4-bromobutyI]benzene- 
sulfonamide (0.216 g, 0.444 mmol) in ether (4 mL) was added AgN0 2 (0.410 g, 2.67 mmol) at 22 °C. 
The resulting mixture was allowed to stir at 22 °C for 4 days and the mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetate:hexanes) of the 
concentrate afforded 0.129 g of 4-chloro-N-(2 J 5-dichlorophenyl)-N-[(R)-l-methyl-4-nitrobutyl]- 
benzenesulfonamide as a light brown oil in 64% yield. MS (ESI) 45 1.1 (m+h). 




o=s=o 




CI 
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EXAMPLE 113 

4-chloro-N-(2,5-difluoroph€nyI)-N-[4-nitro-l(R)-methylbutyI]benzenesulfonamide 




CI 



To a solution of 4-chloro-N-(2,5-difluorophenyI)-N-[(R)-l -methyl -4-bromobutyl]benzene- 
sulfonamide(0.194 g, 0.427 mmol) in ether (4 mL) was added AgN0 2 (0395 g, 2.56 iranol) at 22 °C. 
The resulting mixture was allowed to stir at 22 °C for 4 days. The mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetaterhexanes) of the 
concentrate afforded 0.0913 g of 4-chloro-N-(2 ? 5-difluorophenyl)-N-[(R)-l-methyl-4-nitrobutyl]]- 
benzenesulfonamide as a light brown oil in 50% yield. MS (ESI) 419.1 (M+H), 



EXAMPLE 114 
4-chIoro-N-(5-chloro-2-fluorophenyI)-^ 




CI 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl -4-bromobutyl]- 
benzenesulfonamide (0.150 g, 0.320 mmol) in ether (4 mL) was added AgN0 2 (0.296 g ? 1.92 mmol) at 
22 °C. The resulting mixture was allowed to stir at 22 °C for 4 days. The mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetate :hexanes) of the 
concentrate afforded 0.0746 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-4- 
nitrobutyljbenzenesulfonamide as a light brown oil in 53% yield. MS (ESI) 435.1 (M+H). 
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EXAMPI/F, 115 

4-chloro-N-[2,5-dichlorophenyl]-N-l:(R)-l-methyl-4-(acetylamino)butyl] benzenesulfonamide 




To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl-4-aminobutyl]benzene- 
sulfonamide (35.0 mg, 0.083 mmol) in CH 2 C1 2 (2 mL) was added acetic anhydride (0.024 mL, 0.249 
mmol) and pyridine (0.027 mL, 0.332 mmol) at 0 °C. The resulting mixture was allowed to stir at 22 
°C overnight. To the reaction was added sat. sodium bicarbonate (20 mL). The product was extracted 
with CH 2 C1 2 (2 x 20mL), dried over Na 2 S0 4 , filtered, and concentrated under reduced pressure. Silica 
gel chromatography (1:4 ethyl acetate:hexanes) of the concentrate afforded 37.8 mg of 4-chloro-N-[2,5- 

dichlorophenyl]-N-[(R)-l-methyl-4-(acetylamino)butyl]benzenesulfonamide as a colorless oil in 98% 
yield. MS (ESI) 463 (M+H). 



EXAMPT.F 116 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(S)hydroxy]phenyImethyl]carbonyI]amino]-l(R)- 

methylbutyljbenzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(S)hydroxy]phenylmethyl]carbonyl]amino]-l(R)- 
methylbutyljbenzenesulfonamide was prepared analogous to 4-cMoro-N-[2,5-dichlorophenyl]-N-[(R)- 
l-methyl-4-(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyI]-N- 
[R]-l-methyl-4-aminobutyl]benzenesuIfonamide with (S)-O-acetyl-mandelic chloride. Yield=64%; MS 
(ESI+), 555(M+H) + . 
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EXAMPLE 117 

4-chloro-N-(2,5-dichto^ 

methylbutyljbenzenesulfonamide 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(R)hydrox 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)- 
l-methyl-4-(acetylamino)butyl3benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N- 
[R]-l-methyl-4-aminobutyI3benzenesulfonamide with (R)-0-acetyl-mandelic chloride. Yield=57%; 
MS (ESI+), 555(M+H) + . 



EXAMPLE IIS 
4-chIoro-N-(2,5-dichloropheny^ 

methylbutyljbenzenesulfonamide 




Ci 



4-chloro-N-(2,5-dichlorophenyI)-N-[4- [[( 1 , 1 -dimethylethyl)carbonyl]amino]- 1 -methyibutylj- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2 s 5-dichlorophenyl]-N-[(R)-l-methyl-4- 
(acetylamino)butyl]benzenesuIfonamide by reacting 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[R]-l-methyl- 
4-aminobutyl]benzenesulfonamide with pivaloyl chloride. Yield=86%; MS (ESI+), 505(M+H) + . 
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EXAMPLE 11 Q 

4-chloro-N-(2,5-dichlorophenyI)-N-[4-[[(phenyI)carbonyl]amino]-l- 
met h ylbutyl] b en zenesulfon ami de 




4-chloro-N-(2,5-dichlorophenyl)-N44^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyI]-N-[(R)-l-methyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2 ? 5-dichlorophenyI]-N-[R]-l-methyl- 
4-aminobutyl]benzenesulfonamide with benzoyl chloride. Yield=84%; MS (ESI+), 525(M+H) + . 

EXAMPLE 120 

4-chIoro-N-(2,5-dichlorophenyl)-N-[4-[[(inethoxy)carbonyI]aminoJ-l- 
methylbutyl] benzen esu If onamide 




CI 



4-chloro-N-(2 ? 5-dichlorophenyl)-N-[4-[[(methoxy)carbonyl]amino]-l(R)-methy^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R].l-methyl- 
4-aminobutyl]benzenesulfonamide with methyl chloroformate. Yield=96%; MS (ESI+), 479(M+H) + . 
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EXAMPLE 121 

4-chioro-N-(2,5-dichIoropte^ 



methylbutyl] benzenesulfonamide 




CI 



CI 



o-s=o 




o 



CI 



5 4-chIoro-N-(2 5 5-dichlorophenyl)-N-[4-[[( 1 , 1 -dimethylethoxy)phenylmethyl]carbonyl]amino]- 

l(R)-methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N- 
t(R)-l-methyl-4-(acetylamino)butyl]benzenesulfonam by reacting 4-chIoro-N-[2,5-dichlorophenyl]- 
N-[R]-l-methyl^aminobutyl]berrzraesulfonarnide with di-tert-butyl dicarbonate. Yield=91%; MS 

y (ESI+),521(M+H) + . 

*!{ EXAMPLE 122 



4-cMoro-N-(2,5-dichlorop 

15 sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
(acetyIamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl- 
4-aminobutyl]benzenesulfonamide with phenyl chloroformate. Yield=82%; MS (ESI+), 541(M+H) + . 



4-chloro-N-(2,5-dichlorophenyI)-N-[4-[[(phenoxy)carbonyl]amino]-l- 
methylbutyljbenzenesulfonamide 




CI 



Ci 
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EXAMPLE 123 



4-chloro-N-(2,5-dichlorophenyI)-N-[4-[[(benzoxy)carbonyl]amino]-l- 
methylbutyl] b enzenesulfonamide 




CI 



CI 



CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(benzyloxy)carbonyI]amino]-l(R)-methy 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-niethyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichloTophenyl]-N-[R]-l-methyl- 
4-aminobutyl]benzenesuIfonamide with benzyl chloroformate. Yield=81%; MS (ESI+), 555(M+H) + . 

EXAMPLE 124 

4-chloro-N-(2 ? 5-dichlo]rophenyl)-^ 

methylbutyljbenzenesulfonamide 



To a solution of 4-chloro-N-(2 ) 5-dichlorophenyl)-N-[(R)-l-methyl-4-aminobutyl]benzene- 
sulfonamide (0.207 g, 0,463 mmol) in THF (3 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2- 
dione (0.0963 g, 0.486 mmol) dissolved in THF (2 mL) at 22 °C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetate:hexanes) of the concentrate afforded 0.135 g of 
4-chloro-N-(2,5-dichlorophenyl)-N-[4-(2-isopropoxy-3 3 4-dioxo- 1 -cyclobutenyl)amine-l (R)-methyl- 
butyljbenzenesulfonamide as a white solid in 50% yield. MS (ESI) 559.2 (M+H). 




CI 
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EXAMPLE 125 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)aniine-l(R)- 

methylbutyljbenzenesulfonamide 
.F 




To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-4-aminobutyl]- 
benzenesulfonamide (0.185 g, 0.455 mmol) in THF (4 mL) was added 3,4-diisopropoxy-3-cyclobutene- 
1,2-dione (0.0948 g, 0.478 mmol) dissolved in THF (2 mL) at 22 °C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0.182 g of 

4-cWoro-N-(5-chloro-2-fluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R)- 
methylbutyljbenzenesulfonamide as a white solid in 74% yield. MS (ESI) 543.2 (M+H). 

EXAMPLF. 

4-chloro-N-(2,5-difluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyI)amine-l(R)- 

methylbutyljbenzencsulfonamide 




15 

To a solution of 4-chloro-N<2,5-difluorophenyl)-N4(R)-l-memyl-4-aminoburyl]benzene- 
sulfonamide (0.243 g, 0.635 mmol) in THF (7 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2- 
dione (0.138 g, 0.698 mmol) dissolved in THF (3 mL) at 22 °C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
20 pressure. Silica gel chromatography (3:7 ethyl acetate:hexanes) of the concentrate afforded 0.135 g of 
4-chloro-N-(2,5-difluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R)- 
methylburyljbenzenesulfonamide as a white solid in 47% yield. MS (ESI) 527.2 (M+H). 
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EXAMPLE 127 

4-chloro-N-(2,5-dichloropte^ 

methylpropyljbenzenesulfonamide 



To a solution of 4-chloro.N-(2,5.dichlorophenyl)-N4(R)-l-methyl-3-aminopropyl]benzene- 
sulfonamide (0.328 g, 0.805 mmol) in THF (6 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2- 
dione (0.176 g, 0.885 mmol) dissolved in THF (2 mL) at 22 °C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0,185 g of 
4-chloro-N-(2,5-dichlorophenyl)-N- [3-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobuteny l)amine- 1 (R)- 
methylpropyl]benzene-sulfonamide as a white solid in 80% yield. MS (ESI) 545 (M+H). 

EXAMPLE 12ft 

4-chIoro-N-(5-chloro-2-fluorophe^ 



To a solution of 4-chloro-N-(5-chloro-2-fiuorophenyl)-N-[(R)-l-methyI-3-aminopropyI]- 
benzenesulfonamide (0389 g, 0.995 mmol) in THF (7 mL) was added 3,4-diisopropoxy-3-cyclobutene- 
1,2-dione (0.217 g, 1.09 mmol) dissolved in THF (3 mL) at 22 °C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0.243 g of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[3-(2-isopropoxy-3 ? 4-dioxo- 1 -cyclobutenyl)amine- 1 (R)- 
methylpropyl]benzenesulfonamide as a white solid in 46% yield. MS (ESI) 529.1 (M+H). 




CI 



methyIpropyI]benzenesulfonamide 




CI 
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EXAMPLE 129 

4-chIoro-N-(2,5-difluoropheny^ 

methyipropyljbenzenesulfonamide 




CI 



To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-me%l«3-aminopropyl]benzene- 
sulfonamide (0.401 g, 1.07 mmol) in THF (6 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2-dione 
(0.233 g, 1.18 mmol) dissolved in THF (4 mL) at 22 °C under nitrogen atmosphere. The resulting 
mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced pressure. 
Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0.392 g of 4-chloro- 
N-(2,5-difluorophenyl)-N-[3-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)-methylpropyl]- 
benzenesulfonamide as a white solid in 71% yield. MS (ESI) 513.1 (M+H). 

EXAMPLE 130 

4-chIoro-N-(2,5-dichIoropheny^ 

methylpropyI]benzenesu!fonamide]-3,4-dioxo-l-cyclobutenyl]amine-l(R)- 
methylpropyljbenzenesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-4-aminobutyl]benzene- 
sulfonamide (0.125 g, 0.367 mmol) in methanol (3.0 mL) was added 4-chloro-N-(2,5-dichlorophenyl)- 
N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)-methylpropyl]benzenesulfonamide (0. 1 67 g, 
0.306 mmol) at 22 °C, The resulting mixture was heated to reflux for 12 hours. The desired compound 
precipitated while the mixture cooled to 22 °C The mixture was filtered, washed with ethyl acetate (4 
mL X 2), and dried under reduced pressure to afford 0.140 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[3- 
[2-[4-chloro-N-(2,5-dichlorophenyl)-N-[(3-amino)- 1 (R)-methylpropyl]benzenesulfonamide]-3 ,4-dioxo- 
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l-cyclobutenyl]amine-l(R)-methylpropyl]benzenesulfonamide as a white solid in 52% yield. MS (ESI) 
893.1 (M+H). 

EXAMPLE 131 

4-chloro-N-(5-chIoro-2-fluoropte^ 
amino)-l(R)-methylpropyI]b^^ 

methylpropyljbenzenesulfonamide 




To a solution of 4-chloro-N-(5-fluoro-2-chlorophenyl)-N-[(R)- 1 -methyl-4-aminobutyl] - 
benzenesulfonamide (0.189 g, 0.483 mmol) in methanol (4.0 mL) was added 4-chloro-N-(5-fluoro-2- 
chlorophenyl)-N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)-amine- 1 (R)- 

methylpropyl]benzenesulfonamide (0.214 g, 0.403 mmol) at 22 °C. The resulting mixture was heated 
to reflux for 12 hours. The desired compound precipitated while the mixture cooled to 22 °C. The 
mixture was filtered, washed with ethyl acetate (4 mL X 2% and dried under reduced pressure to afford 
0.174 g of 4-chloro-N-(5-chIoro-2-fluorophenyl)^ 

amino)- 1 (R)-methylpropyl]benzenesulfonamide] -3 ,4-dioxo- 1 -cyclobutenyl]amine- 1 (R)- 
methylpropyljbenzenesulfonamide as a white solid in 50% yield. MS (ESI) 861.1 (M+H). 
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EXAMPLE 132 

4-chIoro-N-(2,5-dinuorophen^ 

methylpropyl]benzenesulfonamide]-3 5 4-dioxo-l-cyclobutenyl]amine-l(R)- 
methylpropyl] benzen esu Ifon amid c 



o=s=o H H 0 4 =0 

<> <) 

I 

To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[^ 
sulfonamide (0.140 g, 0.374 mmol) in methanol (3.0 mL) was added 4-chloro-N-(2 s 5-difluorophenyl)- 
N-[4-(2-isopropoxy-3,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)-methylpropyl]benzenesulfonamide (0. 1 59 g, 
0.31 1 mmol) at 22 °C. The resulting mixture was heated at reflux to 12 hours. The desired compound 
precipitated while the mixture cooled to 22 °C . The mixture was filtered, washed with ethyl acetate (3 
mL X 2), and dried under reduced pressure to afford 0.124 g of 4-chIoro-N-(2,5-difluorophenyl)-N-[3- 
[2-[4-chloro-N<2,5-difluorophenyl)-N-[(3-am 

l-cyclobutenyl]amine-l(R)-methylpropyl]benzenesulfonamide as a white solid in 48% yield. MS (ESI) 
827.2 (M+H) 




EXAMPLE 133 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[4-(ethylthio)]-l-(R )- 
methylbuty I] benzenesulfonamide 



OH 




To a solution of 4-chloro-N- [5 -chloro-2-(acetoxymethyl)phenyI]-N-[(R)- 1 -methyl-4- 
bromobutyl-benzenesulfonamide (0.650 g, 1.24 mmol) in tetrahydrofuran (2 mL) was added sodium 
thioethoxide (0.1 15 g, 1 .36 mmol) under nitrogen at 0 °C. The mixture was stirred overnight at 22 °C. 
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The mixture was quenched with 2M NaOH (3 mL), extracted with ethyl ether (2 x 20 mL), dried over 
Na 2 S0 4 , and filtered. The organic solvent was concentrated under reduced pressure. Silica gel 
chromatography (1:9 ethyl acetate:hexanes) afforded 0.500 g of 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethylthio)]-l-(R)-methylbutyl]benzenesulfonami as a yellow oil in 
87% yield. MS (ESI+), 462(M+H)+. 



EXAMPLE 134 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyI-(4- 
methylthio)but>ll benzenes ulfonamide 



OH 




4-chloro-N-[5 -chloro-2-(hydroxymethyl)phenyl]-N-[4-(methylthio)]- 1 -(R)-methylbutyI]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethylthio)]- l-(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4-bromobutyl-benzenesulfonamide with sodium 
thiomethoxide. Yield=77%; MS (ESI+), 448(M+H)+. 



EXAMPLE 135 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesuIfonamide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[(l -methylethyl)thio]- 1 -(R)-methylbutylj- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[4- 
(ethylthio)]- 1 -(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(acetoxymethyl)pheny!]-N-[(R)- 1 -methyl-4-bromobutyl-benzenesulfonamide with sodium thio-iso- 
propoxide. Yield-84%; MS (ESI+), 476(M+H)+. 
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EXAMPLE 136 

4-chloro-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[l(R)-methyI-(4-[(l,l- 
dimetfaylethyl)thio]butyl]benzenesulfonamide 



OH 




4-chloro-N-[5 -chloro-2-(hydroxymethyl)phenyl]-N-[ 1 (R)-methyl-(4-[( 1,1- 
dimethylethyl)thio]butyl]benzenesu]fonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethy^ by rea cting 4- 

chloro-N-[5-chloro-2-(acetoxyme^^ 

with sodium thio-tert-butoxide. Yield=84%; MS (ESI+), 490(M+H)+. 

EXAMPLE 137 

4-chloro-N-[5-chIoro-2-(hydroxymethyl)phenylI-N-[l(R)-niethyl-(4- 
phenylthio)butyl]benzenesu!fonamide 

OH 




4-chloro-N-[5-chloro-2-(hydroxy^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[4- 
(ethylthio)]-l -(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chIoro-2- 
(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4.bromobutyl-benzenesulfonamide with sodium 

thiophenoxide. Yield=79%; MS (ESI+), 510(M+H)+. 
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EXAMPLE 138 

4-ethylthio-N- [5-chloro-2-(hy dr oxy methyi)pheny 1] -N- [ 1 (R)-methy I-(4- 
ethyltbio)butyl]benzenesulfonamide 



OH 




To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l -methyl-4- 
bromobutyl]benzenesulfonamide (1.00 g, 1.91 mmol) in DMF (4 mL) was added sodium thioethoxide 
(0.535 g, 7.63 mmol) under nitrogen at 0 °C. The mixture was stirred overnight at 22 °C. The mixture 
was quenched with H 2 0 (3 mL), extracted with ethyl ether (2 x 20 mL), dried over Na 2 S0 4 , and 
filtered. The organic solvent was concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate:hexanes) afforded 0.123 g of 4-ethylthio-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethylthio)]-l-(R)-methylbutyl]benzenesulfonamide as a yellow oil m 14% yield, MS (ESI+), 488 
(M+H)+. 



EXAMPLE 139 

4-chioro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-[ethyl)sulfonyl]-l-(R)-methylbutyl] 

benzenesulfonaniide 



OH 
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4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl}-N-[4-(ethyI)solfinyU]-l-(R)- 
methylbutyl] benzenesulfonamide 




To a solution of 4-chloro-N-[5^hloro-2-(hydroxymethy 
5 methylbutyl]benzenesulfonamide (0.088 g, 0.190 mmol) in CH2C12 (2 mL) was added 80% 3- 
chloroperoxybezoic acid (0.062 g, 0.285 mmol) at 0 °C. Stirring was continued for 2 h at 22 °C The 
mixture was quenched with H20 (10 mL), extracted with CH 2 C1 2 (2 x 20 mL), dried over Na 2 S04, and 
CJ filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
J! chromatography (2% methanol:CH 2 Cl 23 5% methanol:CH 2 Cl 2 ) gave 48.7 rng of 4-chloro-N-[5-chlon> 
10 2-(hydroxymethyl)phenyl]-N-[4-[(ethyl)sulfonyl]-l-(R)-methyIbuty] benzenesulfonamide in 52% yield 
% and 39.8mg of 4-chloro^N-[5-chloro-2-(hydrox 

Rl methylbutyl]benzenesulfonamide in 44% yield; MS (ESI) 494 (M+l); MS (ESI) 478 (M+l). 

^ EXAMPLE 140 

4-chloro-N-[5-cbloro-2-(hydroxymetbyl)phenyl]-N-[l(R)-methyl-(4- 
12 methy lsulfinyl)butyl] benzenesulfonamide 

m oh 




4-chloro-N-[5-cMoro-2*(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-methylsulfinyl)butyl^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethyl)sulfinyl]- 1 -(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
20 (hydroxymethyl)phenyl]-N-[4-(methylthio)]-l -(R)-methylbutyl]benzenesulfonamide with 3- 
chloroperoxybezoic acid. Yield=61%; MS (ESI+), 464(M+H)+. 
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EXAMPLE 141 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4- 
methylsuIfonyl)butyl]benzenesulfonamide 



OH 




4-chloro-N- [5 -chloro-2-(hydroxymethyl)pheny 1]-N- [ 1 (R)-methyl-(4-methylsuIfonyl)butyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxyrnethyl)phenyl]-N-[4- 
[ethyl)sulfonyl]-l-(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[-(methylthio)]- 1 -(R)-methylbutyl]benzenesulfonamide with 3- 
chloroperoxybezoic acid. Yield=71%; MS (ESI+), 480(M+H)+. 

EXAMPLE 142 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-[(l- 
nnethyIethyl)suIfinyl]butyl]benzenesulfonamide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[( 1 -methylethyl)sulfmyl]- 1 -(R)- 
methylbutyl]benzenesuIfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfinyl]-l-(R)-methylbutyl]benzenesulfo by reacting 4- 

chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[( 1 -methylethyl)thio]- l-(R)-methylbutyl]benzexie- 
sulfonamide with 3~chloroperoxybezoic acid. Yield-43%; MS (ESI+), 492(M+H)+. 
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EXAMPLE 143 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[l(R)-methyI-(4-[(l- 
xnethylethyl)sulfonyl]butyl]benzenesulfonamide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymeft^^ 
methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfonyl]-l-(R)-methylbutyl]benzenesu^ by reacting 4 

chloro-N-[5-chloro-2-(hydroxymeft^ 

sulfonamide with 3-chloroperoxybezoic acid. Yield=46%; MS (ESI+), 508(M+H)+. 



EXAMPLE 144 

4-chloro-N-[5-chIoro-2-(hydroxymethyI)phenyl]-N-[l(R)-methyI-(4-[(l,l- 
dimethylethy l)sulfinyl] butyl] benzenesulf onamid e 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-[(l , 1 - 
dimethylethyl)sulfmyl]butyl]benzenesulfonainide was prepared analogous to 4-chloro-N-[5-chloro-: 
(hydroxymethyl)phenyl]-N-[4-(ethyi)su^ by reacting - 

chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l (R)-methyl-(4-[(l , 1 -dimethylethyl)thio]butyl]- 
benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=50%; MS (ESI+), 506(M+H)+. 
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EXAMPLE 145 

4-chloro*N-[5-chloro-2-(hydroxymethyI)phenyl]-N-{l(R)-methyl-(4-I(l,l- 
dimethy]ethyl)sulfonyl]butyl]benzenesuifonamide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-[( 1,1- 
dimethylethyl)sulfonyl]butyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfonyl]-l-(R)-methylbu by reacting 4- 

chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l (R)-methyl-(4-[(l , 1 -dimethyl ethyl)thio] butyl] - 
benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=41%; MS (ESI) 522 (M+l). 

EXAMPLE 146 

4-ethylsuIfonyl-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[l(R)-methyl-(4- 
ethylsulfonyl)butyl] benzenesulfonamide 



OH 




To a solution of 4-ethylthio-N-[5-chloro-2-(hydroxymethyl)pheny3]-N-[l(R)-methyl-(4- 
ethylthio)butyl]benzenesulfonamide (0.123 g s 0.267 mmol) in CH 2 C1 2 (3 mL) was added 80% 3- 
chloroperoxybezoic acid (0.231 g, 1.07 mmol) at 0 °C. Stirring was continued for 2h at 22 °C. The 
mixture was quenched with H20 (10 mL), extracted with CH 2 C1 2 (2 x 20 mL), dried over Na 2 S0 4} and 
filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
chromatography (2% methanol :CH 2 C1 2 , 5% methanol :CH 2 C1 2 ) gave 99.3 mg of 4-ethylsulfonyl-N-[5- 
chloro-2-(hydroxymethyl)phenyl>^ m 71% 

yield. MS (ESI+), 569(M+NH3)+. 
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EXAMPLE 147 

4-chloro-N-(2,5--dichlorophenyI]-N-[4-(ethyIthio)J-l(R)-methylbutyl] benzenesulfonamide 



To a solution of NaH (0.025g, L03 mmol) in tetrahydrofuran (2 mL) was added ethanethiol 
(0.096 g, 1.54 mmol), followed by 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[(R)-l-methyl-4- 
bromobutyl]benzenesu!fonamide (0.500 g 1.03 mmol) under nitrogen at 0°C. The reaction was stirred 
overnight at 22 °C. The mixture was quenched with H 2 0 (3 mL), extracted with ethyl ether (2x10 
mL), dried over INtaoSO^ and filtered. The organic solvent was concentrated under reduced pressure. 
Silica gel chromatography (1:9, ethyl acetate ihexanes) afforded 0.460g of 4-chloro-N-[2,5- 
dichlorophenyl}-N-[4-(ethylthio)]-l-(R)-methylbutyl]benzenesulfonamide as a yellow oil in 59% yield. 
LC/MS 466. 

EXAMPLE 148 
4-chIoro-N- [2,5-dichIor ophenyl]-N- [ ^ 



4-chloro-N-[2,5-dichlorophenyl]-N-[^ was 
prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-f 1 (R)-methyl-(4-ethylthio)butyl]- 
benzenesulfonamide by reacting 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyI]- 
benzenesulfonamide with sodium thiomethoxide. Yield=100%; MS (ESI+), 452(M+H)+. 
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EXAMPLE 149 
4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide 




4-chloro-N-[2 ? 5-dichIorophenyl]-N-[l(R)-methyl-(4-[(l-methylethyl)ft^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4- 
ethylthio)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
bromobutyl]benzenesulfonamide with sodium thio-iso-propoxide. Yield=100%; MS (ESI+), 478(M- 
H>h 

EXAMPLE 150 
4-chloro-N-[2,5-dichlorophenyl]-N-ll(R)-methyl-(4-[(2- 
methylpropyl)thio)sulfonyl]butyl]benzenesulfonamide 




4-chloro-N-[2,5-dicfolorophenyl]-N-[l(R)^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[l(R)-methyl-(4- 
ethylthio)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenylJ-N-[(R)-I-methyl-4- 
bromobutyljbenzenesulfonamide with sodium thio-iso-butoxide. Yiefd=100%; MS (ES1+), 

494(M+H)+ 
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EXAMPLE 151 

4-chlor o-N- 15-chlor o-2-fluor ophenyfl ^ 



4-chloro-N-[5-chloro-2-fluorophenyl3-N-[4-(methylthio)]- 1 -(R)-methylbutyl]benzene- 
5 sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethylthio)]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)- 1 -methyl-4- 

bromobutyl]benzenesulfonamide with sodium thiomethoxide. Yield=98%; MS (ESI+), 436(M+H) + . 

1 EXAMPLE 152 

t 4-chIoro-N-[5-chIoro-2-fluorophenyI]-N-[l^ 



4-chloro-N-[5-chloro-2-fluorophenyl]-N-[4-(ethylthio)]-l-(R)-methylbutyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethylthio)]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
15 bromobutyl]benzenesulfonamide with sodium thioethoxide. Yield=92%; MS (ESI+), 450(M+H)+. 





F 



EXAMPLE 153 



4-chloro-N-[2,5-difluorophenyI]-N-[l(R^^ 
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4-chloro-N-[2 J 5-difluorophenyl]-N-[ 1 (R)-methyl-(4-methylthio)butyl]benzenesulfonamide was 
prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)thio]- 1 -(R)-methylbutyl]- 
benzenesulfonamide by reacting 4-chloro-N-[2,5-difluorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide with sodium thiomethoxide. Yield= 97%; MS (ESI+), 420 (M+H)+. 



EXAMPLE 154 

4-chloro-N-[2,5-difluorophe^ 




4-chloro-N- [2 , 5-difluorophenyl]-N- [ 1 (R)-methy I-(4-ethylthio)butyl]benzenesulfonamide was 
prepared analogous to 4-chloro-N42,5-dichlorophenyl]-N-[4-(ethyl)thio]-l-(R)-methylbutyl]- 
benzenesulfonamide by reacting 4-chloro-N-[2 5 5-difluorophenyl]-N-[l(R)-methyl-(4-bromo)butyl]- 
benzenesulfonamide with sodium thioethoxide. Yield= 96%; MS (ESI+), 434(M+H)+. 



EXAMPLE 155 
4-chloro-N-[2,5-difluorophenyI]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide 




4-chloro-N-[2,5-difluorophenyl]-N-[ 1 (R)-methyl-(4-[( 1 -methyl ethyl)thio]butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)thio]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N- [2,5-difluorophenyl]-N-[(R)- 1 -methyl-4- 
bromobutyljbenzenesulfonamide with sodium thio-iso-propoxide. Yield= 89%; MS (ESI+), 
44'8(M+H)+. 
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EXAMPLE 156 

4-chloro-N-[2, 5-dichlorophenyl]-N-[4-(ethyl)sulfinyI]-l-( R )-methylbutyl]benzenesulfonamide 




5 4-chloro-N-[2, 5-dich!orophenyl]-N-[4-(ethyl)sulfonyI]-l-( R )-methylbutyl] 

benzenesulfonamide 




W To a solution of 4-chlaro-N-[2,5-dichloro^^ 

"I methylbutyl]berizenesulfonamide (0.460 g, 0.600 mmol) in CH 2 C1 2 (6 mL) was added 80% 3- 
pD chloroperoxybezoic acid (0.166 g, 0.957 mmol) at 0 °C. Stirring was continued for 2 h at 22 °C. The 
" f mixture was quenched with H 2 0 (10 mL) extracted with CH2C12 (2 x 10 mL), dried over Na 2 S0 4 , and 
filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
chromatography (2% methanol :CH 2 C1 2) 5% methanol :CH 2 C1 2 ) gave 0.170 g of 4-chloro-N-[2,5- 
dichlorophenyl]-N-[4-[(ethyl)sulfonyl]-l-(R)-methylbuty] benzenesulfonamide in 56% yield and 0.130 
15 g of 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl) sulfoxyl]-l-(R)-methylbutyl] benzene sulfonamide 
in 44% yield. MS (ESI) 498 (M+l); MS (ESI) 482 (M+l). 
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EXAMPLE 157 

4-chloro-N-[2,5-dichlorophenyIj-N^^ 




4-chloro-N-[2,5-dichlorophe^ 
was prepared analogous to 4-chloro-N-[2 J 5-dichlorophenyl]-N-[4-(ethyl)sulfmyll]-l -(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(methylthio)]-l-(R 
)-methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=47%; MS (ESI+), 466(M- 
H)+. 



EXAMPLE 158 
4-chloro-N-|2,5-dichlorophenylJ-N-[l(R^ 




4-chloro-N42,5-dichlorophenyl]-N-[l(R)-m 
was prepared analogous to 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[4-[ethyl)sulfonyl]- 1 -(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyI]-N-[4-(methylthio)]-l-(R 
)-methylbutyl]benzenesuIfonamide with 3-chloroperoxybezoic acid. Yield=42%; MS (ESI+), 482(M- 
H)+. 
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EXAMPLE 159 



4-chloro-N-[2,5-dichlorophenyI]-N-[l{R)-methyI-(4-[(l- 
methyIethyI)suIfinyl]butyI]benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[l (R)-methyl-(4-[( 1 -methylethyl)sulfmyl]butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[4-[ethyl)sulfmyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyI]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=54%; MS (ESI+), 
496(M+H)+, 



4-chloro-N42,5-dichlorophenyl]-N-^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)sulfonyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=38%; MS (ESI+), 
512(M+H)+. 



EXAMPLE 160 



4-chIoro-N-[2,5.dichlorophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)sulfonyI]butyl]benzenesulfonamide 
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EXAMPLE 161 
4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyI-(4-[(2- 
methy Ipropy 1) sulfiny I] butyl] b enzenesu If onamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(2-methylpropyl)sulfm 
sulfonamide was prepared analogous to 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[4-[ethyl)suIfinyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyI-(4-[(2- 
methylpropyl)thio]butyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=29%; MS 
(ESI+), 508(M-H)+. 



EXAMPLE 162 
4-chIoro-N-[2,5-dichlorophenyI]-N-[l(R)-methyl-(4-[(2- 
raethylpropyl)sulfonyl] butyl] benzenesulf onamide 




This compound was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
(ethyl)sulfonyl]-l-(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]- 
N-[l(R)-methyl-(4-[(2-methylpropyl)thio]butyl]ben2enesulfonamide with 3-chloroperoxybezoic acid. 
Yield=35%; MS (ESI+), 526(M+H)+. 
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EXAMPLE 163 



4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyI-(4- 
methylsulfinyl)butyl]benzenesulfonamide 




F 



CI 



CI 



4-chloro-N-[5-chloro-2-fluorop 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfmyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-flurophenyl]-N-[4-(methylthio)]- 
l-(R)-methylbutyl]benzenesulfonaniide with 3-chloroperoxybezoic acid. Yield=61%; MS (ESI+), 
452(M+H)+, 



sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichloropheny]]-N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-flurophenyI]-N-[4-(methylthio)]- 
l-(R)-methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=37%; MS (ESI+), 
466(M-H)-h 



EXAMPLE 164 
4-chloro-N- [5-chIo r o-2-fluor opheny I] -N- [ 1 (R)-methy I-(4- 
niethyIsulfonyl)butyl]benzenesulfonamide 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4-methylsulfonyl)butyl]benzene- 
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EXAMPLE 165 
4-chloro-N-[5-chloro-2-fluorophenyl]-N-[^ 



4-chloro-N- [ 5 -chloro-2-fluorophenyl]~N- [ 1 (R)-methy l-(4~ethy lsulfiny l)butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2 ) 5-dichlorophenyl]-N-[4-(ethyl)sulfmyl]*l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-flurophenyl]-N-[4-(ethylthio)]-l- 
(R)-methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=48%; MS (E3I+), 
466(M+H)+. 

EXAMPLE 166 

4-chloro-N-[5-chloro-2-ftuorophenyl]^ 



4-chloro-N-[5-chloro-2-fluorophenyl]-N^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N- [5-chloro-2-fluorophenyl]-N-[4-(ethylthio)]- 
l-(R)-methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=44%; MS (ESH), 
482(M+H)+. 
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EXAMPfJE 167 

i-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyI-(4-methylsulfinyl)butyl]benzenesuIfonamide 




4-chloro-N42,5-difluorophenyl]-N-[l(R)-methyl-(4-methylsulfinyl)butyl]benzenesulfonamide 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfinyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chIoro-N-[2,5-dif]urophenyl]-N-[4-(methylthio)]- 1 -(R)- 
methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=35%; MS (ESI+), 
436(M+H)+. 



EXAMPf.F. 168 

4-chloro-N42,5-difluorophenyl]-N-[l(R)-methyH4-methylsulfonyl)butyI]benzenesuIfonanude 




4-chloro-N42,5-difluorophenyl]-N-[l(R)-methyl-(4-methylsuIfonyl)butyl]benzenesulfonarnide 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[4-(methylthio)]-l-(R)- 
methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=30%; MS (ESI+), 
452(M+H)+. 
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EXAMPLE 169 

4-chloro-N-[2,5-difluorophenyI^^^ 




4-chloro-N-[2,5-difluorophenyl]-N-[ 1 (R)-methyI-(4-ethylsulfmyl)butyI]benzenesulfonamide 
was prepared analogous to 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[4-(ethyl)sulfinyl]- 1 -(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[4-(ethylthio)]-l-(R)- 
methylbutyljbenzenesulfonamide with 3-chloroperoxybezoic acid. Yield=40%; MS (ESI+), 
450(M+H)+. 



EXAMPLF 170 

4-chloro-N-[2,5-difluoropheny^^ 




4-chloro-N42,5-difluorophenyl]-N-[l(R)-methyl<4-ethylsulfonyl)butyl]benz^ 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyI)sulfonyl]- 1-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2 ? 5-diflurophenyl]-N-[4-(ethylthio)]-l-(R)- 
methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=57%; MS (ESI+), 
466(M+H)+. 
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EXAMPLE 171 

4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyI-(4-[(l- 
methylethyI)suIfinyl]butyI]benzenesuIfonamide 




4-chloro-N42,5-difluorophenyl]-N-[l(R)-methyl-(4-[(l-methylethyl)sulfinyl]butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfmyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=32%; MS (ESI+), 
464(M+H)+. 



EXAMPLE 172 

4-chloro-N-I2 > 5-dichlorophenylJ-N-[l(R)-methyI-(3-ethyIthio)propyl] benzenesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyl-(3- 

iodo)propyl]benzenesuIfonamide (0.500 g, 0.960 mmol) in THF (2 mL) was added sodium thioethoxide 
(0.080 g, 0.960 mmol) at 22 °C. The reaction was allowed to stir for 12 h at 22 °C. The solvent was 
removed, the residue was taken into CH 2 C1 2 (50 mL) and washed with water (50 mL). The organic 
solution was dried over Na 2 S0 4 , filtered and concentrated to afford (0.330 g) of 4-chloro-N-[2,5- 
dichlorophenyl]-N-[l(R)-methyl-(3-ethylthio)propyl] benzenesulfonamide as a colorless oil in 77% 
yield. MS (ESI+), (M+H)+. 
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EXAMPLE 173 

4-chloro-N-[2,5-dichIorophenyl]-N-[l(R)-methyI-(3-etfaylsuifonyl)propyl] benzenesulfonamide 




m To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-(3- 

5 ethylthio)propyl]benzenesulfonamide (0,330 g, 0.730 mmol) was added 3-chloroperoxybenzoic acid, 
(0.250 g, 0.960 mmol) in THF (1 mL) at 22 °C After 2 h the mixture was washed with water (50 mL) 
and extracted with ether (50 mL). The organic solution was dried over Na 2 S0 4 , filtered and 
concentrated under reduced pressure. Silica gel chromatography (5% CEbCWmethanol) of the 
-;f concentrate gave 0.198 g of 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(3-ethylsulfonyl)propyl] 
f|0 benzenesulfonamide in 56% yield. MS ESI (483). 

^ EXAMPLE 174 

4-chIoro-N-[2,5-dichlorophenyl]-N-[l(R)-methyI-(5-ethylthio)pentyl] benzenesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[ 1 (R)-methyl-(5 -iodo)pentyl] 
15 benzenesulfonamide (0.500 g, 0.938 mmol) in THF (8 mL) was added sodium thioethoxide (0.078 g, 
9.38 mmol) at 22 °C. After 12 h the solvent was removed, the residue was taken into CH 2 CI 2 (50 mL)" 
and washed with water. The organic solution was dried over Na 2 S0 4 , filtered and concentrated to 
afford (0.300 g) of 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(5-ethylthio)pentyl] 
benzenesulfonamide as a colorless oil in 67% yield. 
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EXAMPLE 175 

4-chIoro-N-[2,5-dichlorophenyI]-N-[l(R)-methyl-(5-ethylsulfonyl) pentyl]benzenesulfonamide 




5 To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(5- 

ethylthio)pentyl]benzenesulfonamide (0.300 g, 0.650 mmol) was added 3-chIoroperoxybenzoic acid, 

{j (0.170 g, 0.970 mmol) in CH 2 C1 2 (L5 mL). Stirring was continued for 2 h at 22 °C. The product was 
washed with water (50 mL) and extracted with CH 2 C1 2 (50 mL). The organic solution was dried over 

C3 Na 2 SO^ filtered and concentrated under reduced pressure. Silica gel chromatography (5% 

!jj0 CH 2 Cl 2 /methanol) of the concentrate gave 0.062 g of 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[l(R)-methyl- 

SJ (5-ethylsuifonyl) pentyl]benzenesulfonamide in 19% yield. MS ESI (511). 



EXAMPLE 176 

methyI(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyI)suIfonyl]amino]-3-thiohexanoate 




15 To a solution of 4--chloro-N-(2,5-dichIorophenyl)-N-[(R)-l-methyl(2-iodoethyl)]benzene- 

sulfonamide (0.840 g, L66 mmol) and methyl thioglycolate (1.05 g, 9.90 mmol) in diethyl ether was 
added triethylamine (1.33 g, 13.2 mmol) at 22 °C. This mixture was heated to reflux for 12h. The 
product was washed with aqueous NaHC0 3 extracted with diethyl ether, dried over Na 2 S0 4 and 
filtered. Concentration in vacuo, followed by silica gel chromatography (15% ethyl acetate/hexanes) of 

20 the concentrate produced the title compound (800 mg, 98% yield). 
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EXAMPLE 177 

methyI(5R)-5-[(2,5-dichlorophenyl){(4-chloroph^ acid 



To a solution of methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyI]amino]-3- 
thiohexanoate (0.050 g, ,1.00 mmol) in methanol (1 mL) was added 1 mL of 0,5M sodium hydroxide at 
22 °C. The mixture was stirred for lh. The methanol was evaporated. The residue was diluted with 
ether and washed with water. The collected aqueous layer was acidified with IN hydrochloride, and 
extracted with ether (2 x 50 mL). The organic layer was dried over Na 2 S0 4 , filtered and concentrated 
under reduced pressure to afford methyl(5R)-5-[(2 > 5-dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]- 
3-thiohexanoate (33.3 mg, 70% yield). MS ESI (467). 

EXAMPLE 178 

methyl(5R)-5-{(2,5-dichIorophenyl)[(4-chlorophenyl)suIfonyl]amino]-3-thiohexanoate,3 oxide 



To a solution of methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyl]amino]-3- 
thiohexanoate (0.790 g, 1.70 mmol) in CH 2 C1 2 (2 mL) was added 3-chloroperoxybenzoic acid (0.350g, 
2.00 mmol) at 22 °C. The mixture was allowed to stirred for 2h. The mixture was diluted with CH 2 C1 2 , 
washed with water, dried over Na 2 S0 4 and filtered. Silica gel chromatography (10% 
CH 2 Cl 2 /methanol) afforded methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
thiohexanoate ? 3 oxide (0.380 g, 46% yield). MS ESI (497). 
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EXAMPLE 179 
methyl(6R)-6-((2,5,dichlorophenyl)[(4-^ 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l (R)-methyl-(3-iodo)-propyl] 
5 benzenesulfonamide (0.850 g, 1.64 mmol) and methyl thioglycolate (0.174 g, 1.60 mmol) in diethyl 
ether was added triethylamine (1.94 g, 1.92 mmol) at 22 °C. This mixture was heated to reflux for 12h. 
The product was washed with aqueous NaHC0 3 , extracted with diethyl ether, dried over Na 2 S0 4 and 
filtered. Concentration under reduced pressure, followed by silica gel chromatography (15% ethyl 
q acetate/hexane) of the concentrate produced methyl(6R)-6-[(2,5,dichlorophenyl)[(4- 
g0 chlorophenyl)sulfbnyl]amino]-3-thioheptanoate (0.650 g, 80% yield). MS ESI (495). 

^ EXAMPLE 180 

m (6R)-6-[(2,5-dichlorophenyl)[(4-chIorophenyl)sulfonyi]amino]-3-thioheptanoic acid 




To a solution of methyl(6R)-6-[(2 ? 5,dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
15 thioheptanoate (0.100 g, 0.200 mmol) 2 mL of methanol was added 1M sodium hydroxide (1 mL) at 22 
°C. The mixture was stirred for lh and the methanol was evaporated. The residue was diluted with 
ether and washed with water. The collected aqueous layer was acidified with IN hydrochloride, and 
extracted with ether (3 x 25mL). The organic layer was dried over Na 2 S0 45 filtered and concentrated 
under reduced pressure to afford (6R)-6-[(2,5-dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
20 thioheptanoic acid (0.090 g, 90% yield). MS ESI (481). 
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EXAMPLE 181 

methyl(6R)-6-[(2,5,dicfelorophenyl) [(4-chlorophenyl)suIfonyi] ammo]-3-thioheptanoate ? 3-oxide 




5 methyl(6R)-6-[(2,5 ? dichlorophenyl)[(4-chlorophenyl)sulfonyI]amino]-3-thioheptanoate, 3,3 

dioxide 




ffl To a solution of methyl(6R)-6-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyl]amino]-3- 

thioheptanoate (0.650 g, 1 .30 mmol) in CH 2 CI 2 (5 mL) was added 3-chloro-peroxybenzoic acid (0.452 

||9 g, 2.60 mmol) at 22 °C. The mixture was allowed to stir for 2h. The solution was washed with water, 

^ extracted with CH 2 CI 2 , dried over Na 2 S0 4 and filtered. Silica gel chromatography (10% 
CH 2 Cl 2 /methanol) of the concentrate afforded (0.380g) of methyl(6R)-6-[(2,5-dichlorophenyl)[(4- 
chlorophenyl)sulfonyl]amino]-3-thioheptanoate J 3-oxide in 46% yield and (0.340 g) of methyl(6R)-6- 
[(2,5-dichlorophenyl) [(4-chlorophenyl) sulfonyl] amino]-3-thio heptanoate, 3,3 dioxide in 50% yield. 

15 MS ESI (511). MS ESI (527). 
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EXAMPLE 182 

(6R)-6-[(2,5-dichlorophenyl)[(4-chlorophenyI)sulfonyl] amino] -3-thioheptanoic acid, 3-oxide 



To a solution of methyl(6R)-6-[(2,5,dichlorophenyl)[(4-chIorophenyl)sulfonyl]amino]-3- 
thioheptanoate, 3-oxide (0.150 g, 0.290 mmol) in 4 mL of methanol was added 1M sodium hydroxide 
(2 mL) at 22 °C, The mixture was stirred for lh and the methanol was evaporated. The residue was 
diluted with ether and washed with water. The collected aqueous layer was acidified with IN 
hydrochloride, and extracted with ether (3 x 50 mL), The organic layer was dried over Na 2 S0 4 , filtered 
and concentrated under reduced pressure to afford (6R)-6-[(2,5-dichlorophenyl)[(4- 
chlorophenyl)sulfonyI]amino]-3-thioheptanoic acid, 3-oxide (0.130 g, 85% yield). MS ESI (497). 

EXAMPLE 183 

(6R)-6-[(2,5-dichiorophenyl)[(4-ehlorophenyl)sulfonyl]amino]-3-thioheptanoic acid, 3,3 dioxide 



To a solution of methyl(6R)-6-[(2,5,dichlorophenyl)[(4-chlorophenyl)suIfonyl]amino]-3- 
thioheptanoate, 3,3dioxide (0.150 g, 2.90 mmol) in 4 mL of methanol was added 1M sodium hydroxide 
(2 mL) at 22 °C. The mixture was stirred for lh and the methanol was evaporated. The residue was 
diluted with ether and washed with water. The collected aqueous layer was acidified with IN 
hydrochloride, and extracted with ether (3x50 mL), The organic layer was dried over Na 2 S0 4 , filtered 
and concentrated under reduced pressure to afford (6R>6-[(2,5-dichlorophenyl)[(4- 
chlorophenyl)sulfonyl]amino]-3-thioheptanoic acid, 3,3 dioxide (0.140 g, 90% yield). MS ESI (513). 
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EXAMPT/E 184 

Uchloro-N-I5-chloro»2-(hydroxymethyl)phenyI]-N-[4-[(methylamino)sulfonyI] -l{R)-methylbutyl] 

benzenesulfonamide 



OH 




i 



5 To a solution of (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl][4-chlorophenyl)sulfonyl]- 

; ;; ; amino]pentylsulfonyl chloride (150 mg, 0.276 xnmol) in CH 2 C1 2 (2 ml) was added a 2M THF solution 

.? of methylamine (1.38 mL, 2.76 mmol). The mixture was stirred at 22 °C overnight. IN HC1 (1 mL) 

Q was added to the mixture, followed by extraction with CH 2 C1 2 . The organic layer was dried over 

jS Na 2 S0 4? filtered, and concentrated under reduced pressure to afford a colorless oil. This oil was 

-|0 purified by prep HPLC to afford 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 

^ [(methylamino)sulfonyl] -l(R)-methylbutyl] benzenesulfonamide in 64% yield. MS (ESI) 495 (M+l). 

5 EXAMPTE 185 

O 4 - chlo ™-N-[5-chIoro-2-(hydroxymet^ 

benzenesulfonamide 



OH 



15 




4-chloro-N-[5 -chloro-2-(hy droxymethyl)pheny l]-N~[4-(aminosulfonyl)- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
(acetoxymethyl)phenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with ammonia. 
20 Yield-60%.; MS (ESI+), 481(M+H) + . 
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EXAMPLE 186 
4-chloro-N-[5-chloro-2-(hydroxyme 

methylbutyl] benzenesulfonamide 



OH 



CI 



CI 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(dim 
methylbutylj-benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-[(methylamino)sulfonyl]- 1 (R)-methylbutyI] benzenesulfonamide by 
reacting (4R)-4-[5-chloro-2-(acetoxy^^ 

chloride with dimethylamine. Yield=73%; MS (ESI+), 509(M+H)+. 

EXAMPLE 187 

4-chIoro-N-[5-chloro-2-(hydroxymethy^^ 

l-yl)propyl]aminosulfonyl]-l(R)-methylbutyl]benzenesulfonamide 



4-chloro-N-[5~chloro-2-(hydroxyme^ 
imidazol-l-yl)propyl]aminosulfonyI]-l(R)-methylbutyl]benzenesulfonamide was prepared analogous to 
4-chloro-N45-chloro-2-(hydroxymethyl)phenyl]«N-[4-[(methylamino)su^ 

benzenesulfonamide by reacting (4R)-4-[5.chloro-2-(acetoxymethyl)phenyl][4-chlorophenyl)sulfonyl]- 
amino]pentylsulfonyl chloride with N-(cyclopropylmethyl)-N- [3-( lH-imidazol- 1 -yl)propyI]amine. 
Yield=49%; MS (ESI+), 643(M+H)+. 



OH 
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EXAMPLE 188 



4-chloro-N-I2 ? 5-dichlorophenyl]-N-[4-[(methylaouno)suIfonyl]-l(R)-methylbutyI] 



benzenesulfonamide 




CI 



o 2 s. 



NH 



To a solution of (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl) sulfonyl]-amino] pentylsulfonyl 



^ 5 chloride (212 mg, 1.69 mmol) in CH 2 C1 2 (2 ml) was added methylamine (52.0 mg, 6.76 mmol). The 
mixture was stirred at 22 °C overnight. IN HC1 (1 mL) was added to the mixture, followed by 
extraction with CH 2 Ck The organic layer was dried over Na 2 S0 4 , filtered, and concentrated under 
reduced pressure to afford a colorless oil. This oil was purified by prep HPLC to afford 4-chloro-N- 

l ^ [2,5-dichlorophenyl]-N- [4-[(methylamino)sulfonyl] -l(R)-methylbutyl] benzenesulfonamide in 84% 
0 yield. MS (ESI) 499 (M+l). 



4-chloro-N-[2,5-dichlorophenyl]-N- [4-(aminosulfonyl)- 1 (R)-methylbutyl]-benzenesulfonamide 
1 5 was prepared analogous to 4-chloro-N-[2 J 5-dichlorophenyl]-N-[4-[(methylamino)sulfonyI]- 1 (R)- 
methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl)sulfonyl]- 
aminojpentylsulfonyl chloride with ammonia. Yield=41%; MS (ESI+), 4S5(M+H)+. 



EXAMPLE 189 



4-chloro-N- [2,5-dichlor ophenyl] -N- [4- [(^ 




CI 
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EXAMPLE 190 

4-chloro-N-[2,5-dichlorophenyI]-N-[4-[(ethylamino)sulfonyl]-l(R)- 
methylbutyl]benzenesulfonamide 




4-chloro-N-[2 3 5"dichlorophenyl]-N-[4-(ethylaminosulfonyl)-l(R)-methylbuty^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl] [4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with ethylamine. 
Yield=37%.; MS (ESI+), 513(M+H)+. 



EXAMPLE 191 

4-chloro-N-[2,5-dichloropfaenyl]-N-[4-[(2-methylpropy!amino)sulfonyl]-l(R)- 
methy Ibuty I] benzenesulfonamide 




4-chloro-N-[2,5 -dichlorophenyl] -N- [4- [(2-methylpropylamino)sulfony 1] - 1 (R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyI]-N-[4- 
[(methy lamino)sulfonyl] - 1 (R)-methylbutyl]ben2enesulfonamide by reacting (4R)-4- [2,5- 
dichlorophenyl] [4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with iso-butylamine. 
Yield=66%; MS (ESI+), 541(M+H)+. 
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EXAMPLE 192 

4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(dimethylamino)suIfonyl]-l(R)- 
methylbutyl]benzenesulfonamide 




! 



4-chloro-N-[2 > 5-dichlorophenyl]-N-[4-(dimethylaniinosulfonyl>l(R)-m 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N^[4- 
[(methylamino)sulfonyl] - 1 (R)-methylbuty I] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with dimethylamine. 
Yield=65%; MS (ESI+), 513(M+H)+. 

EXAMPLE 193 

4-chloro-N-[2 9 5-dichlorophenyl]-N-[4-l(diethylamino)suIfonyl]-l(R)- 
methylbutyl] benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-(diethyIaminosulfonyl)-l(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyI] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyI][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with diethylamine. 
Yield=59%; MS (ESI+), 541(M+H)+. 
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EXAMPLE 194 



4-chloro-N-[2,5-dichlorophenyI]-N-[4^ 

methylbutyljbenzenesulfonamide 




C! 



CI 



CI 



4-chloro-N-[2,5-dichlorophenyl]-N-[4-[|>I-(l-methylethyl)methylam^^ 
methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyI]-amino]pentylsulfonyl chloride with N-( 1-methylethyl)- 
methylamine. Yield=37%; MS (ESI+), 541(M+H)+ 

EXAMPLE 195 

4-chloro-N-f2,5-dichIorophenyI]-N-[4-[[(N-cyclopentyl)methylamino]sulfonyl]-l(R)- 

methylbutyl] benzenesulfonamide 



4-chloro-N-[2,5-dichlorophenyl]-N-[4-[p^-(cyclopentyl)methylammo]sulfonyl]- 1 (R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2 ? 5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with N-(cyclopentyl)- 
methylamine. Yield=15%; MS (ESI+), 567(M+H)+. 
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EXAMPLE 196 

4-chloro»N-[2,5-dichlorophenyI]-N-{4-I(l-azetidinyl)sulfoiiyI]-l(R)- 
methylbuty 1] benzenesulfo namide 




4-chloro-N-[2 ? 5-dichlorophenyl]-N-[4-[(l ~azetidinyl)sulfonyl]~ 1 (R)~ 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichloropheny]]-N-[4- 
[(methylamino)sul fonyl] - 1 (R)-methylbuty 1] benzenesulfonamide by reacting (4R)-4- [2,5 - 
dichlorophenyl][4~chlorophenyl)sulfonyl]-arnino]pentylsulfonyl chloride with azetidine. Yield=24%; 
MS (ESI+), 526(M+H)+. 

EXAMPLE 197 

4-chloro-N-[2,5-dichlorophenyI]-N-[4-[(l-pyrrolidinyI)sulfonyl]-l(R)- 
methylbutyljbenzenesulfonaniide 




4-chloro-N-[2 ? 5-dichlorophenyl]-N-[4-[(l-pyrrolidinyl)sulfonyl]-l(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with pyrrolidine. Yield=61%; 
MS (ESI+), 539(M+H)+. 
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EXAMPLE 198 

4-chloro-N-[2,5-dichIorophenyl]-N-[4-[(4-morpholinyI)sulfonyl]-l(R)- 
methyibiityl] benzenesulfonamide 




4-chloro-N-[2,5 -dichlorophenyl]-N- [4-[( 1 -rnorpholinyl)sulfonyl]- 1 (R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2 ? 5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with morpholine. 
Yield=37%; MS (ESI+), 555(M+H)-K 

EXAMPLE 199 

4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(4-thioniorpholinyI)sulfonyl]-l(R)- 
methy lb utyl] benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N44-[(4-thiomorpholinyl)sulfonyl]-l(R)- 
methylbutyljbenzenesulfonamide was prepared analogous to 4-ch1oro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2 ? 5- 
dichlorophenyl] [4-chlorophenyl)sulfonyl]-arnino]pentylsulfonyl chloride with thiomorpholine. 
Yield=64%; MS (ESI+), 571(M+H)+. 
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EXAMPLE 200 

4-chIoro-N- [2 ? 5-dichlorophenyI]-N- [4- [ [(tetrahy dro- 1 , 1 -dioxido-3-thienyI)amino] sulf onyl] -1 (R)- 

methylbutyl] benzenesulfonamide 




O 



4-chloro-N-[2 ? 5-dichlorophenyl]-N-[4-[[(tetrahydro- 1 , 1 -dioxido-3-thienyl)amino]sulfonyl]- 
l(R)-methyIbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyI]-N- 
[4-[(methylamino)sulfonyI]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with tetrahydro-l,l-dioxido- 
3-thienylamine. Yield=23%; MS (ESI+), 603(M+H)+. 

EXAMPLE 201 

4-chIoro-N-(5-chIoro-2-fluorophenyl)-N-[4-[(methylamino)sulfonyl]-l(R)- 
methy!butyl]benzenesulfonamide 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[4-(methylaminosulfonyl)-l(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl][4-chlorophenyI)sulfonyl]-amino]pentylsulfony3 chloride with methylamine. Yieid=81%; 
MS (ESI+), 483(M+H)+. 
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EXAMPLE 202 

4-chloro-N<S-chloro-2-fluorophenyl)-N-[4-{(dimethyIamino)suIfonyl]-l(K> 
methylbutyl] benzenesulfonamide 




! 



4-chloro-N45-chloro-2-fluoro^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyI]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl] [4-chlorophenyl)sulfonyl]-amino]pentylsuIfonyl chloride with dimethylamine. 
Yield=85%; MS (ESI+), 497(M+H)+. 



EXAMPLE 201 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[(l-pyrroIidinyl)sulfonyl]-l(R)^ 
methylbutyljbenzenesulfonamide 




4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[( 1 -pyrrolidinyl)sulfonyl]- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2 3 5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyi] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with pyrrolidine. Yield=86%; 
MS (ESI+), 523(M+H)+. 
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EXAMPLE 204 

4-chloro-N-[2,5-difluoropfaenyl]-N-[4-[(methylamino)suifonyl]-l(R)- 
m et hy lb utyl] benzene sulfonamide 




4-chloro-N-[2,5-difluorophrayl]^ 
sulfonamide was prepared analogous to 4-chloro-N^2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonylj- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
difluorophenyl][4-chloropbenyl)sulfonyl]-amino]pentylsulfonyl chloride with methylamine. 
Yield=86%; MS (ESI+), 467(M+H)+. 

EXAMPLE 205 

4-chIoro-N-[2 9 5-difluorophenyl]-N-[4-[(dimethylammo)sulfony]l-l(R)- 
xnethylbutyl] benzenesulfonamide 




I 



4-chloro-N-[2,5-difluorophenyl]-N-[4^ - 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
difluorophenyl] [4-chiorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with dimethylamine. 
Yield-90%; MS (ESI+), 481 (M+H)+. 
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EXAMPLE 206 

4-chIoro-N-[2,5-difluorophenyl]-N-[4-[(l-azetidinyl)sulfonyIl-l(R)- 
methylbuty I] benzenesulfonamide 




4-chloro-N-[2,5-difluorophenyl]-N-[4-[( 1 -azetidinyl)sulfonyl]- 1 (R)-methylbutyl]benzene- 
sulfonaixride was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
difluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with azetidme. Yield=50%; 
MS (ESI+), 493(M+H)+. 



EXAMPLE 207 



The genera] reaction scheme outlined in Scheme 207 is described in detail in the text following 
the scheme. 
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To a stirred solution of salicylamide (1.5 g, 11 mmol) in benzene (15 mL) at room temperature 
(room temperature) was added AK3-hydroxypropyl)piperidine (1.43 g, 10 mmol), triphenylphosphine 
(Triphenylphosphine) (2.62 g, 10 mmol) followed by diethylazodicarboxylate (DEAD), (1.74g, 10.0 
mmol) in benzene (5 mL) over a period of 15 min. The reaction mixture was then left stirred at room 
5 temperature for 40 h, concentrated under reduced pressure. The residue was re-dissolved in methylene 
chloride (DCM; 100 mL). The DCM solution was washed with 1.0 N NaOH (2 x 75 mL), water (2 X 
75 mL) and extracted with 1 .0 N HC1 (3 x 40 mL). The HC1 solution was basified with solid NaOH to 
pH 14 to yield a turbid solution that was extracted with DCM (2 x 50 mL). The combined DCM 
solution was washed with water (2 x 50 mL), dried with anhydrous MgS0 4 , filtered and concentrated 
10 under reduced pressure to yield 2.05 g of pale yellow oil (y: 78%). 'H NMR (300 MHz, CDC1 3 ) 5 
(ppm): 8.20 (dd, 1H), 7.9 (br, 1H), 7.44 (m, 1H), 7.05 (t, 1H), 7.99 (d, 1H).6.6 (b, 1H), 4.15, (t, 2H), 
2.65-2.27 (m, 6H), 2.05 (p 5 2H), 1.67-1.54 (m, 2H), 1.45-1.38 (m, 2H). 

O To a stirred solution of the above amide (1.5 g, 4.6 mmol) in anhydrous THF(40 mL) at room 

g: temperature was added solid lithium aluminum hydride (lithium aluminum hydride) ( 473 mg, 11.8 

yJ5 mmol). The reaction mixture was heated at refluxing conditions for 6 h, cooled to room temperature 

J? then quenched with 1.0 N NaOH (0.5 mL). The precipitate was filtered through celite and the celite 

fy pad was washed with ethyl acetate (30 mL). The filtrate was diluted with ethyl acetate ( 100 mL) and 
washed with water (2 x 75 mL), dried with anhydrous MgS0 4 , filtered and concentrated to give 1 .1 g of 

O product as colorless oil (y: 96%). ! H NMR (300 MHz, CDC1 3 ) 8 (ppm): 7.26-7.20 (m 2H), 6.90-6.86 

[JO (m, 2H), 4.02 (t, 2H), 3.84 (s, 3H), 2.59-2.43 (m, 6H), 2.06 (d, 2H), 1.68-1.56 (m, 4H), 1.48-1.46 (m, 

m 2H). 

To a cooled (0 °C, ice bath) solution of the diamine (500 mg, 2.0 mmol) in of DCM (20 mL) 
was added dry pyridine (164 ^L, 2.0 mmol), followed by 4-chlorobenzenesulfonylchloride (422 mg, 2.0 
mmol). The reaction mixture was allowed to stir at 0 °C for 2 h then concentrated under reduced 
25 pressure. Recrystallization (ethyl acetate/hexanes) of the crude mixture afforded the desired product as 
HCI salt. (840 mg of pale yellow solid, y: 99%). ] H NMR (CDC1 3 ) 5 (ppm): (7.64-7.59 (m, 2H), 7.34- 
7.26, (m, 2H), 7.20, (t, 1H), 7.28-7.24, (m, 1H), 6.86 (m, 1H), 6.61 (d, 1H), 4.10 (t, 2H), 4.04 (d, 2H), 
3.54 (d, 2H), 3.43 (t, 2H), 2.76-2.72 (m, 2H), 2.52-2.43 (m, 2H), 2,20-2.00 (m, 2H), 1.87-1.72 (m 4H). 

General procedure for the Mitsunobu alkylation of Sulfonamide with alcohols 

30 To a solution of the sulfonamide (AA) (L0 mmol) in anhydrous THF (10 mL) at room 

temperature was added Triphenylphosphine (1.5 mmol) followed by the appropriate alcohol (1.5 mmol 
) and DEAD (1.5 mmol) in that order. The clear reaction mixture was stirred at RT for 24 h then 
concentrated under reduced pressure. The crude product was purified by silica gel chromatography 
(multiple elution, 200 mL of ethyl acetate, 300-500 mL of 0.5% triethylamine, 0.5% methanol in ethyl 
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acetate). The desired product was isolated as a colorless oil (45-65% yield ). The free base was 
dissolved in DCM to which an excess of a 1.0 M solution of HC1 in ether was added. The resulting 
solution was concentrated under reduced pressure to give a colorless solid. The HC1 salt was purified 
by passing through a short column of silica (10% methanol in DCM) to afford the desired product in 
good yield. 

The compounds of Examples 208-222 were prepared according to the scheme described in the 
previous example. 

EXAMPT.F. 208 

4-chloro-N-(cyclopentylmethyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyI}benzenesulfonamide 

hydrochloride 




R f = 0.34 (5% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD 3 OD) 5(ppm): 
7.82-7.80 (m, 2H), 7.65-7.62 (m, 2H), 7.35 (t, 1H), 7.22-7.17 (m, 1H), 6.95-6.90 (m, 2H), 4.31 (s, 2H) 5 
4.14 (t, 2H), 3.67-3.45 (m, 4H), 3.03 (t, 2H), 2.36 (d, 2H), 2.44-2.35 (m 2H), 2.03-1.84 (m, 5H), 1.66- 
1.62 (m, 2H), 1.38-1.24 (m, 6H), 0.97-0.96 (m, 2H). 



EXAMPIF 209 

4-chloro-N-(l-methyIbutyI)-N-{2-[3-(l-piperidinyl)propoxyJbenzyl}benzenesulfonamide 

hydrochloride 




R f = 0.34 (5% methanol, 1% triethylamine in DCM), *H NMR (300 MHz, CD 3 OD) 8 (ppm): 
7.84-7.82 (m, 2H), 7.62-7.60 (m, 2H), 7.35-7.26 (m, 2H), 6.97-6.89 (m, 2H), 4.90 (d, 1H), 4.32 (d, 1H), 
4.13 (t, 2H), 3.84 (m, 1H), 3.59-3.40 (m, 4H), 3.03-2.96 (m, 2H), 2.36-2.27 (m, 2H), 1.97-1.48 (m, 
6H), 1.15-0.97 (m, 4H), 0.83 (d, 3H), 0.63 (t, 3H). !3 C NMR (75 MHz, CD 3 OD) 5(ppm) 159.3, 141.0, 
138.0, 132.1, 130.6, 130.5, 129.9, 126.6, 121.8, 112.3, 66.0, 56.1, 55.4, 54.5, 44.2, 38.6, 25.3, 24.3, 
22.8, 20.8, 18.2, 14.0. ESI calculated for C 26 H 37 C1N-,0 3 S [MH+] 493; Observed: 493. 
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EXAMPI.F. 210 

N-allyl-4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




R f = 0.28 (1% triethylamine/5% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.64 
(m, 2H), 7.40 (m, 2H), 7.09 (m, 1H), 6.95 (m, 1H), 6.71 (dt, 2H), 5.14 (m, 1H), 4.65 (d, 2H), 4.22 (s, 
5 2H), 3.90 (t, 2H), 3.46-3.16 (m, 6H), 2.80 (m, 2H), 2.06 (m, 2H), 1.78-1.29 (m, 6H). 



EXAMPT/F, 211 

4-chloro-N-(2-meth y I-2-propenyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyI}benzenesulfonamide 

hydrochoride 




R f = 0.26 (1% triethylamine/5% methanol/DCM) ! H NMR (300 MHz, CD^OD) 8 (ppm): 7.62 
(m, 2H), 7.41 (m, 2H), 7.08 (m, 1H), 6.91 (dd, 1H), 6.67 (dt, 2H), 4.39 (s, 2H), 4.19 (s, 2H), 3.89 (t, 
2H), 3.46-3.27 (m, 6H), 2.82 (m, 2H), 2.09 (m, 2H), 1.81-1.1 1 (m, 9H). 

EXAMPT.F 212 

4-chloro-N-(4-nitrobenzyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyI}benzenesulfonamide 

hydrochloride 




R f = 0.24 (19:1; DCM methanol). *H NMR (CD 3 OD) 5 (ppm): 7.86-7.81 (m, 4H), 7.60 (i 
2H), 7.10-6.99 (m, 4H), 6.66(t, 1H), 6.48 (d, 1H), 4.33 (s, 2H), 4.19 (s, 2H), 3.82 (t, 2H), 3.56-3.45 (n 
4H), 2.98-2.96 (m, 2H), 2.24-2.14 (m, 2H), 1.72-1.36 (m, 6H). 
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EXAMPLE 213 

4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}-N-(3-pyridinylmethyl)benzenesulfonamide 

hydrochloride 




R f = 0.20 (4% methanol, 1% triethylamine in DCM), ] H NMR (300 MHz, CD 3 OD) 5 (ppm): 
8.25-8.15 (m, 2H), 7.96-7.93 (m, 2H), 7.71-7.68 (m, 2H), 7.43 (d, 1H), 7.17-7.1 l(m, 3H), 6.81-6.79, 
(m, 1H), 6.60-6.57 (m, 1H). 13 C NMR (75 MHz, CD 3 OD)5 (ppm): 158.5, 148.9, 147.6, 340.7, 138.3, 
138.1, 133.0, 131.6, 131.0, 130.3, 123.6, 121.8, 111.8,65.5,56.1,54.6,51.7, 50.3,25.3,24.4,22.9. 

EXAMPLE 214 

4-chloro-N-[(lR)-l-methylbutyl]-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




R f = 0.28 (4% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 
7.84-7.82 (m, 2H), 7.62-7.60 (m, 2H), 7.35-7.26 (m, 2H), 6.97-6.89 (m, 2H), 4.90 (d, 1H), 4.32 (d, 1H), 
4.13 (t, 2H), 3.84 (m, 1H), 3.59-3.40 (m, 4H), 3.03-2.96 (m, 2H), 2.36-2.27 (m, 2H), 1.97-1.48 (m, 
6H), 1.15-0.97 (m, 4H), 0.83 (d, 3H), 0.63 (t, 3H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 159.3, 141.0, 
138.0, 132.1, 130.6, 130.5, 129.9, 126.6, 121.8, 112.3, 66.0, 56.1, 55.4, 54.5, 44.2, 38.6, 25.3, 24.3, 
22.8, 20.8, 18.2, 14.0. ESI calculated for C 2 6H 37 C1N 2 0 3 S [MH+] 493; Observed: 493. 
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EXAMPLE 215 

4-chloro-N-l(lS)-l-methylbutyl]-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamicIe 

hydrochloride 



R f = 0.28 (4% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 
7.84-7.82 (m, 2H), 7.62-7.60 (m, 2H), 7.35-7.26 (m, 2H), 6.97-6.89 (m, 2H), 4.90 (d, 1H), 4.32 (d, 1H), 
4.13 (t, 2H), 3.84 (m, 1H), 3.59-3.40 (m, 4H), 3.03-2.96 (m, 2H), 2.36-2.27 (m, 2H), 1.97-1.48 (m, 
6H), 1.15-0.97 (m, 4H), 0.83 (d, 3H), 0.63 (t, 3H). 13 C NMR (75 MHz, CD 3 OD) 5 (ppm): 159.3, 141.0, 
138.0, 132.1, 130.6, 130.5, 129.9, 126.6, 121.8, 112.3, 66.0, 56.1, 55.4, 54.5, 44.2, 38.6, 25.3, 24.3, 
22.8, 20.8, 18.2, 14.0. ESI calculated for C26H37CIN2O3S [MH+] 493; Observed: 493. 

EXAMPLE 216 

4-chloro-N-(cyclopropylmethyl)-N-{2-[3-(l-piperidinyI)propoxy}benzyl}benzenesulfonamide 

hydrochloride 



R f = 0.25 (5% methanol, 1% triethylamine in DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 
7.84 (d, 2H), 7.62 (d, 2H), 7.30 (dt, 1H), 7.21 (dd, 2H), 6.98 (d, 1H), 6.94 (t, 2H), 4.42 (s, 2H), 4.13 (t, 
2H), 3.63 (d, 2H), 3.51-4.46 (m, 2H), 3.02(t, 2H), 2.88 (d, 2H), 2.34-2.28 (m, 2H), 1.94-1.79 (m, 5H), 
1.69-1.49 (m, 1H), 0.61-0.54 (m, 1H), 0.24-0.21 (m, 2H), (-)0.12-(-)0.14 (m, 2H). B C NMR (75 MHz, 
CD3OD) 5 158.6, 140, 139.4, 132.2, 130.9, 130.6, 130.0, 125.1, 121.8, 112.4, 66.0, 56.1, 54.4, 53.8, 
50.0, 25.3, 24.3, 22.8, 1 1.28, 4.7. ESI calculated for Cjs^jCINAS [MH+] 477; Observed: 477. 
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EXAMPLE 217 

4-chloro-N-(5-hexynyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzeiiesuIfonamide 

hydrochloride 




R f = 0.19 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD 3 OD) 5 
(ppm): 7.86-7.83 (m, 2H), 7.66-7.31 (m, 2H), 7.36-7.31 (m, 2H), 7.22-7.19 (m, 1H), 7.10-7.09 (m, 1H), 
7.00-6.92 (m, 2H), 4.41 (s, 2H), 4.15 (t, 2H), 3.33 (m, 2H), 2.99 (m, 2H), 2.34-2.24 5 (m, 2H), 2.17 (t, 
1H), 1.93-1.68 (m, 8H), 1.22-1.15 (m, 4H). ,3 C NMR (75 MHz, CD 3 OD) 5 (ppm): 159.1, 140.6, 139.2, 
133.0, 131.6, 131.1, 130.5, 125.03, 122.2, 112.8, 85.1, 70.3, 66.3, 56.5, 54.9, 50.9, 29.4, 26.9, 25.7, 
24.7, 23.2, 18.9. ESI calculated for C 27 H 3S N 2 0 3 C1S [MH+] 503; Observed: 503. 

EXAMPLE 218 

4-chloro-N-(4-methylpentyI)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




R f = 0.33 (1% triethylamine/5% methanol/ethyl acetate) ] H NMR (300 MHz, CD 3 OD) 8 (ppm): 
7.86-7.83 (m, 2H), 7.66-7.63 (m, 2H), 7.36-7.31 (m, 2H), 7.18 (m, 2H), 7.94 (dt, 2H), 4.36 (s, 2H), 4.14 
(t, 2H), 3.67-3.51 (m, 4H), 3.07-2.90 (m, 4H), 2.30 (m, 2H), 2.00-1.50 (m, 6H), 0.84 (m, 2H), 0.68 (d r 
6H). 13 C NMR (75 MHz, CD 3 OD) 5 (ppm): 157.8, 139.3, 138.1, 131.8, 130.3, 129.9, 129.3, 123.9, 
120.9, 1 1 1 .5, 55.4, 53.8, 49.7, 48.6, 35.9, 27.8, 26.9, 24.6, 23.5, 22.0. 
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EXAMPLE 219 



4-chIoro-N-(cycIobutylmethyI)-N-{2-[3-(l-piperidinyl)propoxy]ben2yl}benzenesulfonamide 

hydrochloride 



R f = 038 (1% triethylamine/5% methanoyethyl acetate) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 
7.67 (d, 2H), 7.47 (d, 2H), 7.18-7.01 (m, 2H), 6.82-6.72 (m, 2H), 4.13 (s, 2H), 3.95 (t, 2H), 3.47 (m, 
2H), 3.33 (m, 2H), 2.83 (m, 4H), 2.11 (m, 2H), 1.93-1.07 (m, 13H). 13 C NMR (75 MHz, CD 3 OD) 8 
158.6, 140.2, 138.7, 132.5, 131.1, 130.7, 130.3, 125.2, 121.8, 112.4, 66.0, 56.2, 55.01, 54.7, 51.0, 36.1, 
27.1, 25,5, 24.4, 22.9, 18.6. ESI calculated for C 26 H 3 5C1N 2 0 3 S [MH+] 491; Observed: 591. 

EXAMPLE 220 

4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}-N-(4-pyridinylmethyl)benzenesulfonamide 

dihydrochloride 



R f = 0.23 (5% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.86-7.82 (br, 2H), 
7.22-7.18 (br, 2H), 6.97-6.89 (br, 4H), 6.38-6.32 (br, 2H), 6.0-5.83 (br, 2H), 4.55 (br, 4H), 3.81-3.65 
(m, 4H), 3.35-3.25 (m, 2H), 2.97-2.85 (m, 4H), 2.35-2.2.8 (m, 2H), 1.64-1.61 (br, 2H), 1.22-1.06 (m, 
5H), 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 161.7, 158.5, 142.02, 140.9, 137.5, 132.0, 126.9, 123.4, 
121.9, 112.1, 66.2, 56.2, 54.9, 54.8, 52.6, 52.0, 25.5, 24.4, 22.9. 
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EXAMPLE 221 

N-benzyl-4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




R f - 0.24 (1% triethylamine/5% methanol/ethy] acetate) 'H NMR (300 MHz, CD 3 OD) 5 
(ppm): 7.64 ( d, 2H), 7.40 (d, 2H), 7.05-6.86 (m, 5H), 6.70 (m, 2H), 6.58 (t, 1H), 6.47 (d, 1H), 4.19 (s, 
2H), 3.98 (s, 2H), 3.68 (t, 2H), 3.38 (m, 2H), 3.18 (m, 2H), 2.75 (t, 2H), 1.99 (m, 2H), 1.89-1.14 (m 5 
6H). !3 C NMR (75 MHz, CD 3 OD) 5 (ppm): 159.6, 141.4, 140.3, 139.5, 133.8, 132.3, 131.9, 131.4, 
130.4, 130.2, 129.4, 125.2, 122.8, 113.3, 66.9, 57.5, 55.9, 53.7, 51.5, 26.5, 25.6, 24.0. 

EXAMPLE 222 
4-chloro-N-(2,3,4,5,6-pentafluorobenzyl)-N-{2-[3-(l- 
piperidi nyl)propoxy] benzyl} benzenesulfonamide hydrochloride 




F 



R f = 0.29 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD 3 OD) 5 
(ppm): 7.91-7.87 (m, 2H), 7.01-7.67 (m, 2H), 7.14 (m, 2H), 6.76 (m, 2H), 4.36 (d, 4H), 3.99 (d, 2H), 
3.61-3.47 (m, 4H), 3.03 (m, 2H), 2.28 (m, 2H), 1.93-1.54 (m, 6H). ,3 C NMR (75 MHz, CD 3 OD) 5 
(ppm):157.9, 140.5 137.6 133.3, 130.9 130.6, 130.0, 127.5, 121.2 111.2 65.5, 55.8, 54.2, 51.1, 41.5, 
24.9, 24.1 22.5. ESI calculated for C 2 8H 2 sClFsN 2 0 3 S [MH+] 603; Observed: 603. 
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EXAMPLE 223 



The general reaction scheme outlined in Scheme 223 is described in detail in the text following 
the scheme.. 
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2-(3 , -PiperidinylpropyIoxy)-methyl benzoate 

To a solution of methylsalicylate (15.0 g, 98.8 mmol) in dry benzene (300 mL) was added 
Triphenylphosphine (25.8 g, 98.8 mmol) followed by N-(3-hydroxypropyl) piperidine (14.12g, 98.8 
mmol). The clear reaction mixture was cooled to 0 °C in an ice bath and DEAD (16.5 mL, 108.7 

, 5 mmol) was added in drops over a period of 15 min. The reaction mixture was slowly warmed to room 
temperature and left stirred at room temperature for 15 h. The reaction mixture was filtered to remove 
the precipitated triphenylphosphineoxide and the filtrate was extracted with 1.0 M HC1 (2 x 100 mL), 
■V the combined HC1 solution was basified to pH 9 by the addition of solid NaHC0 3 . The basic solution 
was extracted with ethyl acetate (3 x 100 mL). The combined ethyl acetate extracts were washed with 

U0 saturated brine (2 x 75 mL), dried with MgS0 4; filtered and concentrated under reduced pressure to 
give 20.97 g of pale yellow oil (y: 77%) *H NMR (CDC1 3 ) 5 (ppm): 7.70 (dd, 1.8 Hz, 1H), 7.42 (dt, 
1.5 Hz, 1H), 6.99-6.94 (m, 2H), 4.08 (t, 2H), 3.88 (s, 3H), 2.58-2.45 9m, 6H), 2.04 (p, 2H), 1.65-1.60 
(m, 4H), 1 .47- 1 .45 (m, 2H). 

2-(3'-Piperidinylpropyloxy)-benzylalcohol 

135 To a suspension of lithium aluminum hydride (5,48 g, 144 mmol) in anhydrous THF (500 mL) 

= 1 was added a solution of the methyl ester (20 g, 72.1 mmol) in THF (200 mL) over a period of 30 min. 

^ The reaction mixture was refluxed for 6 h, cooled to 0 °C and quenched with water (5.48 mL) followed 

f-; : by 15% NaOH solution (5.48 mL) and finally with water (16.5 mL). The crystalline precipitate was 

1"^ filtered through the celite. The filtrate was concentrated to yield 18.9 g of crude product, which was 

~.2 a 0 purified by chromatography on Si0 2 (2% methanol in CHC1 3 ) to yield 17.98 g of product as white 

CI crystalline solid (y: 91%). *H NMR (CDC1 3 ) 5 (ppm): 7.27-7.22 (m, 2H), 6.96-6.89 (m, 2H), 4.63 (s, 

%% * 2H), 4.07 (t, J = 2H), 2.55-2.40 (m, 6H), 2.00 (p, 2H), 1.66-1.58 (m, 4H), 1.46-1.43 (m, 2H). 

The following compounds were similarly prepared. 
25 3-ChIoro 6-(3 ? -piperidinyIpropyloxy)-benzylaIcohol. 




OH 



2-(3'-PiperidinyIpropyloxy)-phenethylalcohol. 




30 



*H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.23-7.12 (m, 2H), 6.90-6.83 (m, 2H), 4.05 (t, 2H), 3.83 
(t, 2H), 2.91 (t, 3H), 2.51-2.47 (m, 6H), 1.99 (p, 2H), 1.72-1.58 (m, 4H), 1.48-1.40 (m, 2H). 
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3-(3 , -PiperidinyIpropyloxy)-benzylalcohoL 




2-(3-N,N 5 -dimethylarainopropyloxy)benzylalcohoL 



! 




2-(3'-PiperidinyIpropyloxy)-P-naphthylalocohoL 




3-(3 '-Piperidiny lpropyloxy)-2-hydroxymethyl pyridine. 




OH 



! H NMR (300 MHz, CDC1 3 ) 5 (ppm): 8.14 (dd, 1H), 7.20-7.12 (m, 2H), 4.72 (s, 2H), 4.05 (t, 
fli 3H), 2.51-2.40 (m, 6H), 2.00 (p, 2H), 1.64-1.57 (m, 4H), 1.46-1.44 (m, 2H). 

S5 2(3-Bromopropyloxy)methylbenzoate 




To a stirred solution of methyl salicylate (4.0 g, 26.3 mmol) dry THF ( 100 mL) under Ar was 
added Triphenylphosphine (6.9g, 26.3 mmol) followed by 3-bromopropanol (3.66g, 26.3 mmol). The 
rection mixture was cooled to 0 °C in an ice bath and DEAD ( 4.55 mL, 28.9 mmol) was added in drops 
20 over period of 15 min. The reaction mixture was left to stir at room temperature for 15h. The reaction 
mixture concentrated under reduced pressure. The resulting crude product was purified by 
chromatography over Si0 2 (10:1, hexanes/ethyl acetate) to give 4.5 g of the desired product as a pale 
yellow oil (y: 63%). 3 H NMR (CDC1 3 ) 5 (ppm): 7.83-7.99 (dd, 1H), 7.49-7.44 (t, 1H), 7.00-6.97 (m, 
2H), 4.19 (t, 2H) f 3.89 (s, 3H), 3.71 (t, 2H), 2,36 (p, 2H). 
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2(3-PyrroIidinylpropyloxy)niethylbenzoate 




2(3-Bromopropyloxy)methylbenzoate (4.0 g, 1 1.3 mmol ) was dissolved in neat pyrrolidine (40 
v5 mL) and stirred at room temperature for lh. The reaction mixture was then concentrated under reduced 
pressure. The isolated residue re-dissolved in DCM and washed with saturated bicarbonate solution (2x 
50 mL), dried with MgS0 4 , filtered and concentrated under reduced pressure to give 3.8 g of colorless 
oil (y: 99%) ! H NMR (CDC1 3 ) 5 (ppm): 7.79-7.77 (d, 1H), 7.47 (t, 1H), 6.99-6.94 (m, 2H), 4.11(t, 2H)> 
3.89 (s, 2H), 2.67 (t, 2H), 2.57 (br, 4H), 2.06 (p, 2H), 1 .87 (tar, 4H). 

10 2-(3-Pyrrolidinylpropyloxy)benzyIalcohol 




To a suspension of lithium aluminum hydride (0.9 g, 23.6 mmol) in anhydrous THF (100 mL) 
Mi was added a solution of the methyl ester (3.0 g 1 1.8 mmol) in THF (10 mL) over a period of 10 min. 

The reaction mixture was refluxed for 6 h, cooled to 0 °C and quenched with water (0.9 mL)followed 
tfc-S by 15% NaOH solution 0.9 mL ) and finally with water (2.7 mL of). The crystalline precipitate was 
>, filtered through the celite. The filtrate was concentrated to yield 2.3 g of crude product, which was 
S subsequently purified by chromatography on Si0 2 (hexanes/ethyl acetate 5:1) to afford 2.02 g of 
product as colorless oil (y: 76%). ! H NMR (CDCU) 8 (ppm): 7.26-7.22 (m 5 2H), 6.95-6.88 (m, 2H), 
4.61 (s, 2H), 4.1 (t, 2H), 2.68 (t, 2H), 2.54 (br, 4H), 2.03 (p, 2H), 1.85-1.81 (m, 4H). 

20 General procedure for the synthesis of 4-choiorobenzenesulfanilides 

To 1.0 g of amine dissolved in DCM (20 mL) or 1, 2-dichloroethane was added 1.1 equivalent 
of pyridine and 1.0 equivalent of 4-chlorobenzenesulfonylchloride. The reaction mixture was gently 
refluxed over night then cooled to room temperature. The reaction mixture was concentrated under 
reduced pressure and the crude product was recrystallised from DCM/hexanes to give the product in 90- 

* 25 95% yield. 

* General Procedure for the preparation of 4-cholorobenzenesulfonamides 

To a biphasic mixture of alkylamines (l.Og) in water (20 mL ) was added 1.6 equivalent of 
solid NaHC0 3 followed by 1.0 equivalent of 4-chlorobenzesulfonamide. The heterogeneous mixture 
was refluxed for 2 h then cooled to room temperature and acidified with 1 .0 M HC1 to pH 1 . The 
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precipitated product was filtered, washed with water and subsequently recrystallized from ethyl 
acetate/hexanes to give the crystalline sulfonamide in 85-95% yield. 

General procedure for alkylation of 4-chlorobenzenesulfonamides 

To a stirred solution of 2-(3'-piperidinylpropyloxy)-benzylalcohol (1.0 equivalent) in THF (10 
5 mL/mmol) was added 1.5 equivalent of PPh 3 and 4-chlorobenzenesulfonamides followed by 1.5 
equivalent of DEAD. The reaction mixture was stirred at room temperature for 12 h then concentrated 
under reduced pressure. The crude mixture was purified by chromatography (multiple elution 200 mL 
of ethyl acetate followed by 0.5 % methanol 0.5% triethylamine in ethyl acetate) to give 45-60 % yield 
^ of product as a colorless oil (free base). The free base was dissolved in DCM and an excess of a 1.0 M 
: -10 solution of HC1 in ether was added. The resulting solution was concentrated under reduced pressure to 
give white solid. The HC1 salt was purified by passing through a short column of silica and eluting with 
10% methanol in DCM to yield white solid. 

t The following compounds were prepared according to the scheme described in the previous 

example. 

:45 EXAMPLE 224 

ft; 4-chloro-N-[3-(methylsulfanyI)phenyl]-N-{2-[3-(l- 

piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




R f - 0.25 (5% methanoI/DCM) ! H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.87-7.84 (m, 2H), 7.63- 
20 7.50 (m, 3H), 7.33-7.27 (m, 5H), 6.91 (m, 2H), 6.44 (m, 1H), 4.82 (d, 1H), 4.61 (m, 1H), 4.24 (m, 1H), 
3.51 (s, 2H), 3.34 (m, 4H), 2.41 (t, 4H), 1.66-1.26 (m, 9H), 0.87 (m, 9H). 
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EXAMPLE 225 

N-{2-[3-(dimethylamino)propoxy]benzyI}-4-nitro-N--phenylbeii2enesulfonamide 




R f - 032 (9% methanol/DCM) *H NMR (300 MHz, CDC1 3 ) 5 (ppm): 8.36-8.22 (m, 3H), 8.06 
(m, 1H), 7.80 (m, 2H), 7.23-7.15 (m, 3H), 6.82-6.67 (m, 5H), 4.82 (s, 2H), 4.12 (t, 2H), 3.45 (m, 2H), 
2.87 (s,6H), 2.41 (m, 2H). 

EXAMPLE 226 

N-{2-[3-(dimethylamino)propoxy]benzyl}-2-nitro-N-phenyIbenzenesuIfonamide 




R f = 0.16 (9% methanol/DCM) *H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.62 (m, 2H), 7.50-7.42 
(m, 2H), 7.29-7.07 (m 5 7H), 6.85-6.74 (m, 2H), 5.04 (s, 2H), 3.86 (t, 2H), 2.42 (t, 2H), 2.25 (s, 6H), 
1.85 (m, 2H). 

EXAMPLE 227 

5-(dimethylamino)-N-{2-[3-(dimethylamino)propoxy]benzyl}-N-phenyl-l- 

naphthalenesulfonamide 



I 




R f = 0.16 (9% methanol/DCM) ! H NMR (300 MHz, CDC1 3 ) 5 (ppm): 8.69-8.23 (m, 15H), 4.99 
(s, 2H), 4.12 (t, 2H), 3.60 (m, 2H), 2.85 (s, 6H), 2.50 (m, 2H). 
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EXAMPLE 228 



N-{2-[3-(dimethyIamino)propoxy]benzyl}-N-phenylmethanesuIfonamide 




.o, 



N, 



Crl" 



R r = 0.16 (9% methanol/DCM) 'H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.33-7.15 (m, 6H), 6.91- 
6.70 (m, 3H), 4.88 (s, 2H), 4.06 (t, 2H), 3.36 (t, 2H), 2.97 (s, 3H), 2.82 (s, 6H).2.48-2.37 (m, 2H). 

EXAMPLE 229 

4-chloro-N-phenyl-N-(2-{2-[3-(l-piperidinyl)propoxy]phenyl}ethyl)benzenesuifonamide 

hydrochloride 



R f = 0.17 (5% methanol, 1% triethylamine) 'H NMR (300 MHz, CDC1 3 ) 8 (ppm): 7.54-7.47 
(m, 4H), 7.36-7.34(m, 2H),7.17 (dt, 1H), 7.04 (m, 2H), 6.92 (m, 2H), 6.75 (t, 1H), 4.17-4.05 (m, 2H), 
3.86-3.81 (m, 2H), 3.6 (br, 2H), 3.45-3.40 (m, 2H), 3.1 (BR, 2H), 2.79-2.74 (m, 2H), 2.34-2.25 (m, 2H), 
1.88 (br, 4H), 1.25 (t, 2H). ESI calculated for CzgHjsClNzOjS (MH+) 513, Observed 513. 



4-chloro-N-{5-chloro-2-[3-(l-piperidinyI)propoxy]benzyI}-N-phenylbenzenesiilfonamide 



R f = 0.43 (3:1;1; nBuOH:H 2 0:AcOH). ] H NMR (CDC1 3 ) 5 (ppm): 7.59-7.53 (m, 4H), 7.20- 
7.17 (m, 3H), 7.10 (dd, 1H), 6.90-6.83 (m, 4H), 4.81 (s, 2H), 4.08 (t, 2H), 3.56-3.50 (m, 4H), 3.06-3.03 
(br, 2H), 2.31-2.26 (m, 2H), 1.94-1.80(m, 6H). 




EXAMPLE 230 



hydrochloride 
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EXAMPLE 231 
4-chloro-N-(2,5-difluorophenyl)-N-{5-fluoro-2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




R f = 0.47 (9 % methanol in DCM), 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.74 (d, 2H), 7.65 
(d, 2H), 7.10-8.05 (m, 2H), 6.99-6.89 (m, 2H), 6.85-6.75 (m, 2H), 4.83 (s, 2H), 4.11 (t, 2H), 3.41 (m, 
2H), 3.21 (br, 2H), 2.32-2.23 (m, 2H), 1.87 (m, 4H), 1.58 (br, 2H). LC-MS calculated for 
C27H 28 C1F 3 N 2 0 3 S, [MH+] 553; Observed: 553. 



EXAMPLE 232 
4-chloro-N-(2 > 5-difluorophenyl)-N-{5-methyl-2-[3-(l- 
piperidinyl)propoxy)benzyI}benzenesuIfonamide hydrochloride 




R f = 0.45 (9 % methanol in DCM), 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.75 (d, 2H), 7.66 
(d, 2H), 7.05 (m, 3H), 6.81 (m, 3H), 4.76 (s, 2H), 4.03 (t, 2H), 3.13-3.00 (m 6H), 2.18 (m, 5H), 1.82 (m, 
4H), 1.67 (m, 2H). 

EXAMPLE 233 

4-chloro-N-(2,5-difluorophenyl)-N-({3-[3-(l-piperidinyl)propoxy]-2- 
pyridinyI}methyl)benzenesulfonamide hydrochloride 




R f = 0.33 (10% methanol/DCM) 'H NMR (300 MHz, CDC1 3 ) 8 (ppm): 7.71 (d, 1H), 7.63-7.51 
(m, 4H), 7.31 (d, 1H), 7.15 (m, 1H), 6.90 (m, 2H), 6.62 (m, 1H), 4.87 (s, 2H), 4.08 (t, 2H), 3.28 (m, 
2H), 3.07 (m, 4H), 2.21 (m, 2H), 1.74 (m, 4H), 1.55 (m, 2H). ,3 C NMR (75 MHz, CD 3 OD) 8 (ppm): 
157.1, 146.0, 142.9, 142.5, 139.9, 132.3, 132.1, 129.3, 129.1, 129.0, 127.9, 122.2, 121.7, 121.3, 120.3, 
120.1, 120.0, 1 19.8, 58.5, 57.8, 56.4, 54.3, 27.2, 26.4, 25.0. 
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EXAMPLE 234 

4-chloro-N-(2,5-difluorophenyl)-N-({3-[3-(l-piperidinyl)propoxy]-2- 
naphthyl}methyl)benzenesulfonamide hydrochloride 




R f = 0.55 (9% methanol/DCM) *H NMR (500 MHz, CD 3 OD) 5 (ppm): 7.73-7.67 (dd, 4H), 
7.63-7.55 (dd, 3H), 7.43 (s, 1H), 7.38 (m, 1H), 7.24 (t, 1H), 7.18 (s, 1H), 6.95 (m, 2H), 6 .81 (m, 1H), 
13 C NMR (125 MHz, CD 3 OD) 5 (ppm): 160.3, 159.1, 158.4, 156.5, 141.0, 138.5, 136.3, 132.4, 130.8, 
130.5, 129.7, 128.62, 128.0, 127.7, 125.3, 125.2, 120.0, 119.8, 118.4, 118.4, 118.2, 118.2, 107.3,66.7, 
56.7, 55.0, 51.5, 26.0, 25.1, 23.7. 



EXAMPLE 235 

4-chloro-N-(3-chlorophenyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




R f = 0.13 (1% triethylamine/ethyl acetate) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.61 (m, 4H), 
7.17 (m, 3H), 6.92-6.84 (m, 4H), 6.67 (t 1H), 4.84 (s, 2H) 4.15 (br, 2H), 3.67 (m, 4H), 3.06 (t, 2H), 
2.34 (br, 2H), 2.02-1.52 (m, 6H). "C NMR (75 MHz, CD 3 OD) 5 (ppm): 156.5, 140.3, 139.4, 136.6, 
134.0, 130.1, 129.6, 129.2, 129.0, 128.6, 128.0, 127.0, 123.2, 120.4, 111.0, 66.4, 56.0, 54.6, 48.7, 26.7, 
26.0, 24.4. 



EXAMPLE 236 
4-chloro-N-(2,5-difluorophenyI)-N-(l-{2-[3-(l- 
piperidinyI)propoxy]phenyl}ethyl)benzenesuIfonamide hydrochloride 




R f = 0.19 (1% triethylamine/ethyl acetate) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.66 (dd, 
4H), 7.45 (d, 1H), 7.15 (m, 3H), 6.85 (dd, 2H), 7.67 (d, 1H,), 6.58 (t, 1H), 5.20 (d, 1H), 4.53 (d, 1H), 
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4.19-4.05 (m, 2H), 3.83 (m, 3H), 3.31 (br, 2H), 2.33 (br, 2H), 2.00-1.78 (m, 6H). 13 C NMR (75 MHz, 
CD 3 OD) 8 (ppm): 156.5, 140.3, 139.4, 136.6, 134.0, 130.1, 129.6, 129.1, 128.6, 128.0, 127.0, 123.2, 
120.4, 111.0, 56.0, 54.6, 48.7, 26.7, 26.0, 24.4. 

EXAMPLE 237 

N-(3-bromophenyl)-4-chIoro-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesulfonamide 

hydrochloride 



R f = 0.59 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.42 (m, 2H), 7.45 (m, 
1H), 7.22-7.06 (m, 3H), 6.93-6.84 (m, 3H), 6.68 (t, 1H), 4.85 (s, 2H), 4.27 (t, 2H), 3.61 (m, 4), 3.07 (br, 
2H), 2.34 (m, 2H), 1.92 (m, 6H). 



'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.72-7.75 (m, 2H), 7.65-7.59 (m, 2H), 7.32-7.10 (m, 
3H), 6.97 (dt, 1H), 6.85 (d, 1H), 6.69 (d, 1H), 6.57 (dt, 1H), 5.20 (d, 1H), 4.17 (m, 1H), 3.99 (m, 1H), 
3.53 (m, 1H), 3.20 (m, 4H), 2.23 (m, 2H), 2.12 (s, 3H), 1.91 (m, 4H), 1.65 (br, 2H). ESI calculated for 
C 2 8H33C1N 2 0 3 S 2 [MH+] 545; Observed: 545. 




Br 



EXAMPLE 238 



4-chloro-N-[2-(methylsalfanyl)phenyl]-N-{2-l3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 
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EXAMPLE 239 
4-chloro-N-[4-(methylsuIfanyl)pfaenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




R r = 0.40 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppra): 7.60 (m, 4H), 7.16 (m, 
1H), 7.03 (m, 2H), 6.85-6.77 (m, 3H), 6.66 (m, 1H), 4.81 (s, 2H), 4.10 (m, 4H), 3.06 (m, 2H), 2.39-2.28 
(m, 5H), 2.02-1.1.28 (m, 8H). ,3 C NMR (75 MHz, CD 3 OD) 5 (ppm): 1564, 139.1, 138.5, 136.9, 
135.8, 130.0, 129.1, 129.1, 129.1, 128.8, 126.1, 123.7, 120.4, 111.0, 66.3, 56.0, 55.8, 54.6, 48.9, 26.7, 
26.0, 25.7, 24.4, 15.3, 14.5, 14.2. 



4-chloro-N-cyclohexyl-N-{2-[3-(l-piperidinyI)propoxy]benzyI}benzenesulfonamide hydrochloride 



R f = 0.49 (10% methanol/DCM) *H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.84-7.82 (m, 2H), 
7.61-7.58 (m, 2H),7. 14.-7.25 (m, 2H), 6.97-6.89 (m, 2H), 4.53 (s, 2H), 4.15 (m, 2H), 3.63-3.43 (m, 4H), 
2.99 (m, 2H), 2.29 (m, 2H), 1.98-1.12 (m, 16H). I3 C NMR (75 MHz, CD 3 OD) 6 : 158.1, 141.3, 140.0, 
131.6, 130.7, 130.3, 129.8, 127.1, 121.7, 112.4, 66.1, 59.9, 56.1, 54.5, 44.8, 32.4, 27.3, 26.4, 25.3, 24.4, 
22.8. 

EXAMPLE 241 

4-chIoro-N-(2-chlorophenyl)-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesulfoiiamide 

hydrochloride 



R f = 0.44 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.73-7.69 (m, 2H), 
7.64-7.59 (m, 2H), 7.30-7.10 (m, 4H), 6.90-6.80 (m, 3H), 6.64 (dt, 1H), 5.07 (d, 1H), 4.70 (d, 1H), 
4.12-3.99 (d, 2H), 3.52 (m, 1H), 3.17 (b, 4H), 2.21 (br, 2H), 1.84 (m, 4H), 1.65 (m, 2H) I3 C NMR (75 



EXAMPLE 240 
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MHz, CD 3 OD) 5 (ppm): 156.9, 139.0, 138.7, 135.7, 134.8, 133.4, 134.0, 130.3, 129.5, 129.3, 129.1, 
129.0, 127.0, 123.6, 120.2, 1 10.9, 66.3, 55.9, 54.6, 48.5, 26.5, 26.0, 24.4. 



EXAMPLE 242 
4-chIoro-N-[2-(methylsulfonyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




R f = 0.13 (0.2% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD 3 OD) 6 
(ppm): 8.07 (dd, 1H), 7.78-7.4 (m, 2H), 7.66-7.45 (m, 1H), 7.17 (m, 1H), 6.80 (m, 2H), 6.64 (m, 2H), 
5.24 (d, 1H), 4.63 (d, 1H), 3.88 (m, 1H), 3.70 (m, 1H), 3.06 (m, 9H), 1.99 (m, 2H), 1.80 (m, 4H), 1.63 
(m,2H). 



EXAMPLE 243 
4-chIoro-N-[3-(methylsulfonyl)phenyI]-N-^2-{3-(l- 
piperidinyl)propoxy]benzyI}benzenesuIfonamide hydrochloride 




O | o 



Rf = 0.19 (5% methanol 0.2 %triethylamine in ethyl acetate). 'H NMR (CD 3 OD) 8 (ppm):7.78- 
7.75 (m, 1H), 7.61 (m, 4H), 7.47 (t, 1H), 7.42 (t, 1H), 7.35-7.32 (ddd, 1H), 7.17-7.11 (dt, 1H), 7.04- 
7.01 (dd, 1H), 6.86 (d, 1H), 6.71 (dt, 1H), 4.87 (s, 2H), 4.02 (t, 2H), 3.14-3.09(m, 2H), 2.97-2.95 (s 
overlaps m, 5H), 2.18-2.12 (m, 2H), 1.82-1.74 (m, 4H), 1.62-1.60 (m, 2H). 
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EXAMPLE 244 
4-chloro-N-[4-(methylsulfonyl)phenyl]-N-{2-[3-(l- 
piperidinyI)propoxy] benzyl} benzenesulf on amid e hydrochloride 




R f = 0.18 (93:5:2;ethyl acetate:methanol:triethylamine). *H NMR (300 MHz, CD 3 OD) 5 :7.79 
(d, 2H), 7.62 (m, 4H), 7.27-7.14 (m, 3H), 6.96-6.88 (m, 2H), 6.69 (m, 1H), 4.9 (s overlapped by HOD), 
2H), 4.12 (m, 2H), 3.70-3.59 (m, 4H), 3.07-3.01 (m overlaps s, 5H), 2.29 (m, 2H), 2.02-1.78 (m, 6H). 
ESI calculated for C 28 H 33 C1N 2 0 5 S 2 : 576 . Observed 577 (MH+). 



EXAMPLE 245 
4-chloro-N-[3-(methylsuIfanyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy] benzyl}benzenesulfonamide hydrochloride 




*H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.62 (m, 4H), 7.32-7.05 (m, 3H), 6.95-6.82(m, 2H), 
6.92-6.61 (m, 3H), 4.84 (s, 2H), 4.14 (t, 2H), 3.58 (m, 4H), 3.05 (m, 2H), 2.28 (m, 5H), 1.88 (br, 6H). 
ESI calculated for C 28 H 33 C1N 2 0 3 S 2 [MH+] 545; Observed: 545. 



EXAMPLE 246 
4-chIoro-N-(2^-dihydro-lH-inden-2-yl)-N-{2-[3-(l- 
piperidinyI)propoxy]benzyl}benzenesuIfonamide hydrochloride 




R f = 0.24 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.91-7.87 (m, 2H), 
7.64-7.61 (m, 2H), 4.78 (m, 1H), 7.21 (m, 1H), 7.05-6.90 (m, 5H), 6.83 (d, 1H), 4.88 (m, 1H), 4.43 (s, 
2H), 3.88 (t, 2H), 3.30 (m, 2H), 2.88-2.59 (m, 10H), 1.67-1.50 (m, 6H). 13 C NMR (75 MHz, CD 3 OD) 5 
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(ppm): 157.1, 141.4, 140.8, 1403, 130.8, 1303, 130.2, 129.7, 127.9, 127.5, 1253, 121.7, 112.01, 66.8, 
60.0, 56.8, 55.2, 43.6, 37.2, 26.6, 25.8, 24.4. 



15 



EXAMPLE 247 

N-(4-bromophenyl)-4-chloro-^ 

hydrochloride 




.o 



R f = 0.18 (19:1 DCMrmethanol) 'H NMR(300 MHz, CD 3 OD) 8 (ppm): 7.71 (m, 4H), 7.33 (m, 
733), 7.17 (m, 1H), 6.91-6.81 (m 5 4H), 6.69 (m, 1H), 4.82 (s, 2H), 4.10 (t, 2H), 3.56 (m, 2H), 3.23 (m, 
4H), 2.28 (m, 2H), 1.86 (m, 4H), 1.66 (br, 2H). I3 C NMR (75 MHz, CD 3 OD) 5 (ppm): 158.5, 140.7, 
.10 138.9, 137.8, 133.1, 132.2, 131.1, 130.7, 130.6, 124.0, 122.9, 121.5, 112.3, 66.2, 56.4, 54.9, 54.9, 51.4, 
25.7,24.8,23.2. 

[1] EXAMPLE 248 

" J 4-chloro-N-(5-chIoro-2-hydroxypbenyl)-N-{2-[3-(l- 

P piperidimyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




jO 



H 

R f = 0.62 (10% methanol/DCM), 'H NMR (300 MHz, CD 3 OD)5 (ppm): 7.68-7.65 (m, 2H), 
7.56-7.53 (m, 2H), 7.21-7.16 (m, 1H), 7.0 (dd, 1H), 6.92-6.87 (m, 2H), 6.76 (d, 1H), 6.67 (t, 1H), 6.56 
(d, 1H), 4.93 (s, 2H), 4.15 (t, 2H), 3.72-3.60 (m, 4H), 3.12-3.10 (m, 2H), 2.39-2.30 (m, 2H), 2.04- 
1.73(m, 5H), 1.61-1.52 (m, 1H). I3 C NMR (75 MHz, CD 3 OD)S (ppm): 158.4, 155.4, 140.2, 139.6, 
20 133.9, 132.7, 131.1, 130.7, 130.4, 130.2, 125.9, 124.5, 124.1, 121.5, 118.2, 112.1, 65.9, 56.2, 54.7, 
25.5, 24.5, 22.9. 
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EXAMPLE 249 
4-chloro-N-(2,3-dihydro-lH-inden-l-yl)-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




R f = 0.40 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.89 (m, 2H), 7.60 
(m, 2H), 7.31 (d, 1H), 7.23-7.07 (m, 3H), 6.91 (m, 1H), 6.80 (t, 1H), 6.71 (d, 1H), 6.56 (d, 1H), 5.57 (t, 
1H), 4.49 (d, 1H), 4.12(m, 1H), 3.80 (t, 2H), 2.86-2.45 (m, 8H), 2.17 (m, 1H), 1.91-1.70 (m, 3H), 1.66- 
1.49 (m, 6H). I3 C NMR (75 MHz, CD 3 OD) 8 (ppm): 157.6, 145.2, 141.3, 140.8, 140.2, 130.8, 130.7, 
130.1, 129.6, 129.36, 127.4, 127.1, 126.1, 125.8, 121.3, 111.8, 67.0, 65.0, 57.1, 55.5, 43.8, 31.5, 31.0, 
27.0, 26.3,25.0. 



EXAMPLE 250 

4-chIoro-N-cyclopentyl-N-{2-[3-(l-piperidinyI)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




R f = 0.60 (9:1; DCM:methanol) 5 H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.84 (m, 2H), 7.73- 
7.62 (m, 2H), 7.37 (d, 1H), 7.25 (m, 1H), 6.93 (m, 2H), 4.45 (s, 2H), 4.25 (m, 2H), 4.11 (t, 2H), 2.28 
(m, 2H), 2.00-1.71 (m, 4H), 1.56-0.87 (m, 10H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 157.2, 140.8, 
140.0, 133.2, 133.06, 130.6, 130.5, 130.1, 130.0, 129.8, 127.6, 121.8, 112.2, 66.1, 60.8, 55.9, 54.5, 
44.2, 29.86, 25.3, 24.4, 22.8. 
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EXAMPLE 251 

4-chloro-N-(2,4-dichIoirophenyl)-N- {2- [3-(l -piperidinyI)propoxy]benzyl} benzenesulfonamide 

hydrochloride 




R f = 0.31 (10% methanol/DCM) 5 H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.65-7.52 (m, 4H) 
7.28 (d, 1H) 7.14-7.07 (m, 2H), 6.79 (m, 3H), 6.60 (t, 1H), 4.96 (m, 1H), 4.60 (m, 1H), 4.00 (m, 2H), 
3.34-3.03 (m, 6H), 2.10 (m, 2H), 1.73 (m, 4H), 1.55 (m, 2H). 13 C NMR (75 MHz, CD 3 OD) 5 (ppm): 
160.34, 142.46, 140.79, 139.54, 137.77, 137.42, 136.15, 134.59, 132.99, 132.84, 132.39, 132.26, 
130.38, 125.17, 123.08, 1 13.86, 67.96, 58.22, 56.55, 52.47, 27.56, 26.65, 25.19. 



EXAMPLE 252 

4-chloro-N-(2,5-dibromopheny])-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




R f = 0.26 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.64-7.53 (m, 4H), 
7.31 (d, 1H), 7.21 (dd, 1H), 7.10 (dt, 1H), 6.86 (d, 1H), 6.79 (d, 1H), 6.61 (t, 1H), 5.40 (d, 1H), 4.58 (d, 
1H), 3.95 (m, 2H), 3.22-2.02 (m, 6H), 2.08 (m, 2H), 2.11-1.54 (m, 6H). n C NMR (75 MHz, CD 3 OD) 5 
(ppm): 154.6, 136.9, 135.6, 134.4, 132.0, 130.2, 129.0, 127.4, 126.7, 126.7, 122.5, 118.9, 117.4, 
117.33, 108.0, 61.7, 52.2, 50.6, 50.5, 21.3, 20.3, 18.7. ESI calculated for C 27 H 29 Br 2 CIN20 3 S [MH+] 
657; Observed: 657. 
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EXAMPLE 253 

4-chloro-N-(2,5-dichlorophenyI)-N-{2-[3-(l-piperidinyl)propoxy]ben2yl}benzenesulfoiiamide 

hydrochloride 




R f = 0.35 (10% methanol/ CDC1 3 ) 'H NMR (300 MHz, CD 3 OD), 5 (ppm): 7.72-7.60 (m, 4H), 
7.27-7.15 (m, 3H), 6.87 (m, 2H), 6.78 (dd, 1H), 6.63 (t, 1H) 5.03 (d, 1H), 5.68 (d, 1H), 4.15 (m, 1H), 
4.02 (m, 1H) 3.67 (m, 1H) 3.65 (m, 1H), 2.31 (m, 2H), 1.88 (m, 6H). 13 C NMR (75 MHz, CD 3 OD) 5 
(ppm): 158.69, 141.00, 138.84, 137.78, 135.68, 133.50, 133.39, 133.02, 132.61, 131.54, 131.27, 
130.82, 130.70, 123.27, 121.54, 112.23, 65.98, 56.28, 54.66, 51.00,25.44, 24.42, 22.93. 



EXAMPLE 254 

4-chloro-N-cycloheptyl-N-{2-[3-(l-piperidinyl)propoxylbenzyl}benzenesulfonamide 

hydrochloride 




R f = 0.37 (10% methanol/DCM) l H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.65 (d, 2H), 7.41 (d, 
2H), 7.29 (d, 1H), 7.06 (t, 1H), 6.76 (m, 2H), 4.26 (s, 2H), 3.88 (t, 2H), 3.67 (m, 1H), 2.54-2.40 (m, 
6H), 1.88 (m, 2H), 1.49-1.12 (m, 18H). I3 C NMR (75 MHz, CD 3 OD) 8 (ppm): 158.2, 141.9, 140.6, 
131.7, 131.3, 130.6, 130.4, 128.5, 122.3, 112.9, 68.1,62.6, 58.0,56.2,44.0, 35.3,29.2,28.0, 27.1,27.0, 
25.6, 



EXAMPLE 255 

4-chloro-N-(2-chloro-3-pyridinyl)-N-{2-[3-(l-piperidinyl)propoxylbenzyl}benzenesulfonamide 

hydrochloride 




R f = 0.37 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.77-7.73 (4H, m), 
7.33-7.20 (3H, m), 6.94-6.90 (m, 3H), 6.75-6.70 (m, 1H), 5.03 (d, 1H), 5.77 (d, 1H), 4.13-4.02 (m, 
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2H), 3.44-3.16 (m, 6H), 2.24 (m, 2H), 1.89-1.84 (m, 4H), 1.67 (m, 2H). I3 C NMR (75 MHz, CD 3 OD) 5 
(ppm): 159.1, 141.0, 139.3, 138.6, 135.2, 133.4, 131.6, 131.6, 131.1, 134.0, 129.4, 127.8, 123.7, 121.6, 
112.4, 66.1, 56.7, 54.9, 54.9, 51.6, 25.7, 24.7, 23.2. 



EXAMPLE 256 
N-[(2S)-bicyclol2.2.1]hept-2-yl]-4-chloro-N-{2-I3-(l- 
piperidinyl)propoxy}benzyl}benzenesulfonamide hydrochloride 




R f = 0.33 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.86-7.81 (m, 2H), 
7.62-7.58 (m, 2H), 7.49 (m, 1H), 7.19 (m, 1H), 6.93 (m, 2H), 4.44 (s, 2H), 4.03 (m, 2H), 3.89 (m, 1H), 
2.62 (m, 6H), 2.07-0.90 (m, 18H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 158.2, 142.3, 141.5, 132.1, 
131.5, 131.3, 130.79, 129.4, 123.0, 113.5,68.6,64.2,58.6,56.9,44.9,43.5,40.0, 38.6,38.5,31.8, 29.9, 
28.66, 27.6, 26.3. 



EXAMPLE 257 

4-chloro-N-(3,5-dichlorophenyI)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




CI 



R f = 0.6 (10% methanol/DCM) S H NMR (500 MHz, CDC1 3 ) 8 (ppm): 7.65 (m, 4H), 7.30 (t, 
1H), 7.23-7.18 (m, IH), 6.98-6.92 (m, 4H), 6.73 ( m, 1H), 4.15 (t, 2H) 3.64-3.57 (m, 2H), 3.70-3.67 
(m, 2H), 3.09-3.04 (m, 2H), 2.38-2.32 (m, 2H), 2.10-1.98 (m, 2H), 1.88-1.79 (m, 4H)ESI calculated for 
C 27 H 2 <,C, 3 N 2 0 3 S [MH+] 569; Observed: 569. 
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EXAMPLE 258 

4-chloro-N-(2,5-dichIoro-3-pyridinyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




R r = 0.49 (10% methanol/DCM) *H NMR (300 MHz, CD 3 OD) 8 (ppm): 8.28 (d, 1H), 7.77- 
7.54 (m, 4H), 7.41 (d, 1H), 7.23 (m, 1H), 6.93-6.86 (m, 2H), 6.71 (m, 1H), 5.05 (m, IH), 4.78 (m, 1H), 
4.17-4.04 (m, 2H), 3.69-3.44 (m, 4H), 3.04 (m, 2H), 2.31 (m, 2H), 2.00-1.51 (m, 6H). ESI calculated 
for C 26 H 28 Cl3N30 3 S [MH+] 568; Observed: 568. 



EXAMPLE 259 

N-{5-[(2,5-dichloro{2-[3-(l-piperidinyl)propoxy]benzyl}anUino)sulfonyI}-4-methyl-l,3-thiazoI-2- 

y]}acetamide hydrochloride 




R f = 0.70 (3:1:1 n-BuOH/H 2 0/AcOH) 'H NMR (500 MHz, DMSO) 6 (ppm): 12.73 (s, 1H), 
10.08 (br, 1H), 7.43 (m, 2H), 7.27 (d, 1H), 7.20 (m, 1H), 6.99 (d, 1H), 6.91 (d, 1H), 6.75 (t, 1H), 4.99 
(d, 1H), 4.69 (d, 1H), 4.00 (m, 2H), 3.47-3.22 (m, 11H), 2.21-1.70 (m, 9H). ESI calculated for 
C27H 3 2C1 2 N 4 04S [MH+] 611; Observed: 611 



EXAMPLE 260 

(E)-N-(2,5-dichiorophenyl)-2-phenyl-N-{2-[3-(l-piperidinyl)propoxy]benzyl}ethenesulfonamide 

hydrochloride 




R f = 0.62 (3:1:1 n-BuOH/H 2 0/AcOH) 'H NMR (500 MHz, CD 3 OD) 5 (ppm): 7.62 (m, 2H), 
7.45 (m, 3H), 7.35-7.32 (dd, 2H), 7.29-7.21 (m, 4H), 6.93 (m, 2H), 6.72 (t, 1H), 4.88 (m, 2H), 4.17 (m, 
1H), 4.04 (m, IH), 3. 39 (m, 6H), 2.27 (m, 2H), 1.93 (m, 4H), 1.69 (m, 2H). ESI calculated for 
C 29 H 32 C1 2 N 2 0 3 S [MH+] 559; Observed: 559. 
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EXAMPLE 261 

N-(2,5-dichIorophenyI)(pfaenyl)-N-{2-[3-(l-piperidinyl)propoxy]ben2yl}methanesulfonamide 

hydrochloride 




R f = 0.67 (3:1:1 n-BuOH/H 2 0/AcOH) 5 H NMR (500 MHz, CD 3 OD) 5 (ppm): 7.39-7.28 (m, 
8H), 6.96 (m, 2H), 6.80 (t, 2H), 4.88 (m, 2H), 4 51 (s, 2H), 4.05 (d, 2H), 3.31-3.30 (m, 6H), 2.18 (m, 
2H), 1.78 (m, 4H), 1.61 (br, 2H). ESI calculated for Cjs^QjNjOjS [MH+] 547; Observed: 547. 

EXAMPLE 262 

N-(2,S-difluorophenyl)-4-methyl-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.62-7.50 (m, 3H), 7.37 (m, 2H), 7.13 (t, 1H), 6.93-6.84 
(m, 2H), 6.76 (d, 1H), 6.63-6.58 (m, 2H), 4.71 (s, 2H), 4.12-4.05 (m, 2H), 3.63-3.57 (m, 2H), 3.03 (t, 
2H), 2.42 (s, 3H), 2.30 (m, 2H), 1.97-1.68 (m, 6H). 

EXAMPLE 263 

4-bromo-N-(2,5-difluorophenyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.79 (d, 2H), 7.63 (d, 2H), 7.19 (t, 1H), 7.00 (m, 2H), 
6.90 (d, 1H)> 6.85 (d, 1H), 6.73 (m, 1H), 6.65 (m, 1H), 4.83 (s, 2H), 4.15 (m, 2H), 3.68 (d, 2H), 3.60 
(m, 2H), 3.30 (m, 2H), 3.06 (m, 2H), 2.35 (m, 2H), 1.99 (m, 2H), 1.85 (m, 3H), 1.55 (m, 1H). 
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EXAMPLE 264 



4-chloro-N-cyclopropyl-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




R f = 0.32 (10% methanol/DCM) 'H NMR (500 MHz, CD 3 OD) 8 (ppm): 7.88-7.86 (d, 2H), 
7.67-7.65 (d, 2H), 7.31-7.22 (m, 2H), 6.96-6.88 (dt, 2H), 4.38 (s, 2H), 4.11 (s, 2H), 3.31 (s, 1H), 20 (m, 
4H), 2.27-2.22 (m, 2H), 1.87-1.78 (m, 6H), 1.66 (m, 2H), 0.47 (m, 4H). 13 C NMR (125 MHz, CD 3 OD) 
8 (ppm): 158.4, 140.6, 137.5, 133.0, 130.8, 130.8, 130.7, 125.5, 121.7, 112.4, 66.2, 56.3, 54.8, 52.2, 
31.86, 25.7,24.7, 23.2. 



R f = 0.52 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.81 (m, 2H), 7.56 (m, 
2H), 7,39 (d, 1H), 7.19 (m, 1H), 6.91 (m, 2H), 4.46 (s, 2H), 4.02 (t, 2H), 3.85 (m, 2H), 2.55 (m, 7H), 
2.01 (m, 3H), 1.68-0.99 (m, 14H). ESI calculated for CjgHjiClN^S [MH+] 517; Observed: 517. 

EXAMPLE 266 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-{l-piperidinyI)propoxy]benzyl}benzeBesuIfonamide 

hydrochloride 



R f = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.69-7.58 (m, 4H), 
7.18-6.61 (m, 7H), 4.79 (s, 2H), 4.12 (t, 2H), 3.68-3.56 (m, 4H), 3.07-2.99 (m, 2H), 2.33 (m, 2H), 1.98- 
1.52 (m, 6H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 158.6, 141. 0, 138.3, 132.9, 131.5, 130.8, 130.5, 



EXAMPLE 265 



N-[(2S)-bicyclo[2.2.1Jhept-2-yI]-4-chloro-N-{2-{3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 
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127.5, 127.5, 123.4, 121.6, 120.0, 119.7, 118.6, 118.5, 118.4, 118.3, 118.2, 118.1, 112.3, 66.0, 56.3, 
54.7, 51.2, 51.1, 25.5, 24.5, 22.9. 

EXAMPLE 267 

4-chloro-N-(2-methylphenyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 



R f = 0.59 (15% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.74-7.65 (m, 4H), 
7.24-6.93 (m, 5H), 6.60-6.55 (dd, 3H), 5.47 (d, 1H), 4.14 (m, 4H), 3.80-3.43 (m, 6H), 3.34 (m, 2H), 
1.90-1.72 (m, 6H). ,S C NMR (75 MHz, CD 3 OD) 5 (ppm): 158.7, 141.9, 140. 7, 138.5, 138.3, 133.5, 
132.1, 131.1, 130.8, 130.61, 129.6, 128.9, 127.3, 123.6, 121.3, 111.9, 65.8, 56.2, 54.6, 52.5, 25.5,24.5, 
22.9, 18.5. ESI calculated for C 2 8H 33 C1N 2 0 3 S [MH+] 513; Observed: 513. 



4-chloro-N-(3-methyllphenyl)-N-{2-[3-(l-piperidinyl)propoxy]beuzyI}benzenesulfonamide 



R f = 0.32 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.71-7.49 (m, 4H), 
7.20-6.94 (m, 4H), 6.84 (d, 1H), 6.69 (m, 3H), 4.80 (s, 2H), 4.04 (t, 2H), 3. 22 (m, 2H), 3.06 (b, 4H), 
2.29-2.17 (m, 5H), 1.80 (m, 4H), 1.61 (m, 2H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 156.5, 138.5, 
138.1, 137.8, 136.4, 130.7, 129.1, 128.8, 128.7, 128.6, 128.0, 127.8, 125.2, 122.7, 119.5, 110.4, 64.6, 
54.7, 53.0, 49.3, 24.2, 23.2, 21.8, 19.4. ESI calculated for C 28 H 33 C1N 2 0 3 S [MH+] 513; Observed: 513. 




EXAMPLE 268 



hydrochloride 
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EXAMPLE 269 

2-{2-{3-(l-piperidinyl)propoxy] benzyl}-2H-naphtbo [1 ,8-cd]isothiazole 1,1-dioxide hydrochloride 




R f = 0.48 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 8.11-7.97 (dd, 2H), 
7.76 (m, 1H), 7.44-7.23 (m, 4H), 6.98 (d, 1H), 6.87 (t, 1H), 6.68 (m, 1H), 4.95 (s, 2H), 4.10 (t, 2H), 
2.60-2.41 (m, 6H), 2.02 (m, 2H), 1.57-1.40 (m, 6H). "C NMR (75 MHz, CD 3 OD) 5 (ppm): 160.1, 
140.2, 134.8, 134.4, 134.0, 133.0, 132.8, 132.7, 131.8, 126.8, 124.1, 123.1, 121.8, 114.7, 107.4,69.1, 
58.9, 57.2, 44.2, 28.6, 27.6, 26.2. ESI calculated for QtfHjgClNAS [MH+] 437; Observed: 437. 



EXAMPLE 270 

4-chloro-N-(2,3-dichlorophenyl)-N-{2-[3-(l-piperidiny!)propoxy]benzyl}benzenesulfonamide 

hydrochloride 




ci 



R f = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) S (ppm): 7.73-7.62 (m, 4H), 
7.42 (dd, 1H), 7.22-7.10 (m, 2H) 6.85 (d, 1H) 6.83 (dd, 1H), 6.73 (dd, 1H) 6.63 (t, 1H) 5. 16 (d, 1H) 
4.58 (d, 1H) 4.18 (m, 1H) 4.05 (d, 1H) 3.53-3.30 (m, 6H) 2.36-1.90 (m, 4H). !3 C NMR (75 MHz, 
CD 3 OD) S(ppm): 159.39 141.58, 139.54, 139.42, 136.60, 135.47, 133.69, 132.59,132.31, 132.15, 
131.48, 131.38, 129.32, 123.92, 122.10, 112.87, 66.59, 56.95, 55.31, 51.84, 26.10, 25.07, 23.59. ESI 
calculated for C 27 H 29 Ci 3 N 2 0 3 S [MH+] 567; Observed: 567. 
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E XA MPLE 271 

4-chIoro-N-{2-[3-(l-piperidinyI)propoxy]benzyl}-N-tetrahydro-2H-pyraB-4- 
ylbenzenesulfonamide hydrochloride 




R f = 0.42(10% methanol/DCM), 'H NMR (300 MHz, CD 3 OD)5 (ppm): 7.90-7.86 (m, 2H), 
7.63-7.69 (m, 2H), 7.41-7.39 (m, 1H), 7.33-7.27 (m, 1H), 6.97-6.92(m, 2H), 4.56 (s, 2H), 4.16-4.12 (t, 
2H), 3.93-3.87 (m, 1H), 3.80-3.73 (m, 2H), 3.44-3.22 (m, 8H), 2.32-2.27 (m, 2H), 1.89-1.80 (m, 4H), 
1.61-1.53 (m 4H), 1.29-1.25 (m, 2H). 13 C NMR (free base, 75 MHz, CDC1 3 )5 (ppm): 155.1, 139.5, 
138.4, 128.9, 128.6, 127.9, 125.6, 120.0, 110.2, 55.7,55.1, 54.2,41.0, 30.8, 26.4, 25.4, 23.9, 14.0. 



EXAMPLE 272 

4-chloro-N-(2,5-difluorophenyl)-N-({l-[3-(l-piperidinyl)propoxy]-2- 
naphthyl}methyl)benzenesulfonamide hydrochloride 




R f = 0.6 (10:1 DCM:methanol), 'H NMR (CD 3 OP) 5 (ppm): 7.99-7.96 (m, 1H), 7.82-7.76 (m, 
3H), 7.66-7.63 (m, 1H), 7.54-7.45 (m, 3H), 7.30-7.28 (m, 1H), 7.05-7.00 (m, 2H), 6.84-6.81 (m, 1H), 
5.01-4.91 (m, 2H), 4.04-4.01(m, 2H), 3.32-3.00 (m, 6H), 2.23-2.26 (m, 2H), 1.81-1.64 (m, 6H). LC- 
MS calculated for C31H31CIF2N2O3S: 585: observed 585. 



EXAMPLE 273 

4-chloro-N-(2,5-difluorophenyI)-N-({l-(3-(l-piperidinyl)propoxy]-2- 
naphthyI}methyI)benzenesulfonamide hydrochloride 




Mp = 228°C (d). R f = 0.45 (10:1; DCM methanol). 'H NMR (DMSO) 5 (ppm): 8.20-8.17 (m, 
IB), 7.87-7.77 (m, 6H), 7.55-7.11 (m, 5H), 6.57 (m, IH), 5.25 (m, 2H), 3.95 (m, 2H), 3.40-3.36(m, 
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2H), 3.15 (m, 2H), 2.85 (m, 2H), 2.12 (m, 2H), 1.80-1.76 (m, 4H), 1.42 (m, 2H). LC-MS calculated for 
C 3I H 3] C1F 2 N 2 0 3 S: 585: observed 585. 



EXAMPLE 274 

Using the general synthetic scheme outlined in SCHEME 274, compounds described in 
Examples 275-283 were prepared. 
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EXAMPLE 275 



4-chloro-N-(2,5-difluorophenyl)-N-(2-hydroxybenzyl)benzenesulfonaniide 




.OH 



CI 



R f = 0.50 (3:l;hexanes:ethyl acetate). *H NMR (CDC1 3 ) 5 (ppm): 7.74-7.71 (d, 2H, 7.54-7.51 
(d, 2H), 7.20-6.96 (m, 1H), 7.00-6.96 (m, 2H), 6.89-6.87 (m, 2H), 6.75-6.67 (m, 2H), 6.45(s, 1H), 4.70 
(s, 2H). 

EXAMPLE 276 

4-cbIoro-N-{2-l2-(l-methyl-2-piperidinyl)ethoxy]benzyl}-N-phenylbenzenesulfonamide 

hydrochloride 



R f = 0.23 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.66-7.60 (m, 4H), 
7.22-7.15 (m, 4H), 6.95-6.89 (m, 4H ), 6.68 (t, 1H), 5.04 (d, 1H), 4.71 (d, 1H), 4.16 (m, 2H), 3.85 (m, 
1H), 3.47 (d, 1H), 3.19 (m, 1H), 2.98 (s, 3H), 2.65 (m, 1H), 2.22 (m, 1H), 2.01-1.64 (m, 6H). ,3 C NMR 
(75 MHz, CD 3 OD) 8 (ppm): 158.7, 140.9, 140.0, 138.4, 133.3, 131.2, 131.0, 130.9, 130.7, 130.3, 
130.0, 124.7, 121.9, 112.7, 64.9, 63.4, 57.4, 51.8, 41.1, 31.5, 28.9, 24.5, 23.1. ESI calculated for 
CiTHasClNjOjS [MH+] 499; Observed: 499. 

EXAMPLE 277 

4-chloro-N-{2-[2-(l-naethyl-2-pyrrolidinyI)ethoxy]benzyl}-N-phenylbenzenesulfonamide 

hydrochloride 



R r = 0.24 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.62 (m, 4H), 7.22- 
7.16 (m, 4H), 6.96-6.89 (m, 4H), 6.68 (t, 1H), 4.51 (d, 1H), 4.77 (d, 1H), 4.28 (m, 2H), 4.14-4.02 (m, 
2H), 3.73 (m, 1H), 3.22 (m, 1H), 3.04 (s, 3H), 2.69-2.44 (m, 2H), 2.28-1.91 (m, 4H). 13 C NMR (75 
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MHz, CD3OD) 6 (ppm): 158.6, 140.8, 139.9, 138.4, 133.4 131.2, 130.9, 130.9 130.7, 130.3, 129.7 
124.7, 121.9, 112.7, 67.8, 65.9, 57.8, 51.8,40.1 31.6 30.5, 22.7. 



EXAMPLE 278 

4-chloro-N-phenyl-N-{2-{2-(2-piperidinyI)ethoxy]benzyi}benzenesulfonamide hydrochloride 




R f = 0.40 (14% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.59-7.52 (m, 4H), 
7.15-7.08 (m, 4H), 6.88-6.80 (m, 4H), 6.60 (1, 1H), 4.93 (d, 1H), 4.68 (d, 1H) 4.15-4.05 (m, 2H), 3.79 
(m, 1H), 3.37 (m, 1H), 3.10 (m, 1H), 2.26-1.49 (m, 8H). !3 C NMR (75 MHz, CD3OD) 5 (ppm): 158.6, 
140.8, 140.1, 138.5, 133.1, 131.1, 131.0, 130.9, 130.7, 130.4, 129.7, 124.9, 121.9, 112.9, 64.9, 55.9, 
51.8, 46.6, 34.9, 29.9, 23.9, 23.5. ESI calculated for C 26 H 29 C1N 2 0 3 S [MH+] 485; Observed: 485. 



EXAMPLE 279 

N-{2-[3-(3-hydroxy-l-pyirroIidinyl)propoxy]benzyl}-N-phenylbenzenesulfonamide hydrochloride 




R f = 0.15 (9% methanol/DCM) 5 H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.52-7.46 (m, 4H), 
7.10-7.01 (m, 4H), 6.80-6.73 (m, 4H), 6.54 (m, 1H), 4.74 (s, 2H), 4.48-4.46 (m, 1H), 4.02 (t, 2H), 3.58 
(m, 3H), 3.39 (m, 3H), 2.28-1.93 (m, 4H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 160.3, 142.4, 141.6, 
140.1, 134.8, 132.8, 132.5, 132.4, 131.9, 131.3, 126.4, 123.4, 114.3, 72.4, 67.9, 64.9, 56.9, 55.9, 53.5, 
36.0,29.2. ESI calculated for C 27 H 29 C1N 2 0 4 S [MH+] 501; Observed: 501. 
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EXAMPLE 280 

4-chloro-N-{2-[3-(2-ethyl-l-piperidinyl)propoxy]benzyl}-N-phenyIbenzenesulfonamide 

hydrochloride 



R f = 0.23 (10% methanol/DCM) 5 H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.44-7.59 (m, 4H), 
7.24-7.15 (m, 4H), 6.94-6.89 (m, 4H), 6.68 (t, 1H), 4.88 (d, 2H), 4.17 (t, 2H), 3.66-3.52 (d, 3H ), 3.25 
(m, 2H), 2.33 (m, 2H), 2.03-1.63 (m, 8H), 1.05 (t, 3H), 13 C NMR (75 MHz, CD 3 OD) 5 (ppm): 158.9, 
141.0, 140.2, 138.9, 133.4, 131.3, 131.1, 131.0, 130.5, 129.8, 125.0, 122.1, 113.0, 66.9, 65.6, 52.0, 
51.9, 51.7, 28.2, 25.8, 24.2, 22.4, 10.8. ESI calculated for CjsftsClNzOjS [MH+] 527; Observed: 527. 

EXAMPLE 281 

4-chloro-N-phenyl-N-[2-(4-pyridinylmethoxy)benzyl]benzenesuIfonamide hydrochloride 



R r = 0.63 (5% methanol/DCM) 'H NMR (300 MHz, CDjOD) 5 (ppm): 8.31 (d, 2H), 7.47-7.38 
(m, 4H), 7.25 (d, 2H), 7.11 (m, 1H), 7.02-6.97 (m, 4H), 6.79 (m, 2H), 6.70 (m, 2H), 4.90 (s, 2H), 4.77 
(s, 2H). 

EXAMPLE 282 

4-chloro-N-phenyl-N-l2-(2-pyridinylmethoxy)benzyl]benzenesuIfonamide hydrochloride 



R f = 0.57 (5% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 8.87 (d, 1H), 9.60 (t, 
1H), 8.17 (d, 1H), 8.02 (t, 1H), 7.61 (q, 4H), 7.29-6.86 (m, 9H), 5.47 (s, 2H), 5.00 (s, 2H), n C NMR 
(75 MHz, CD 3 OD) 5 (ppm): 156.2, 153.8, 147.5, 143.6, 140.5, 138.3, 136.9, 134.1, 130.6, 130.5, 
130.4, 130.0, 129.3, 127.4, 126.8, 125.7, 123.1, 113.5, 68.7, 51.3. ESI calculated for C^H^ON-AS 
[MH+] 465; Observed: 465. 
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EXAMPLE 283 

4-chloro-N-phenyI-N-[2-(3-pyridinyImethoxy)benzyl]benzenesuIfonamide hydrochloride 




R f = 0.61 (5% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 8.58-8.51 (m, 2H), 
7.89, (d, 1H), 7.62-7.44 (m, 5H), 7.30 (dd, 1H), 7.20-7.16 (m, 4H), 6.98-6.84 (m, 4H), 5.07 (s, 2H), 
4.90 (s, 2H). 



EXAMPLE 284 



The general synthetic scheme set forth in SCHEME 284 can also be used for the preparation of 
numerous compounds according to the invention. 
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2-l(<o-bromo alkyloxy) N-benzyl]4-chIorobenzenesuIfaniIides 

To a stirred suspension of lithium aluminum hydride (1.78 g, 46.8 rnmol) in THF (90 mL) at 0 
°C was added a solution of salicylanilide (5.0g ? 23.4 mmol) in THF (50 mL) over 0.5 h. The resulting 
mixture was heated at refluxing for 3 h, then cooled to 0 °C, quenched with saturated NaHS0 4 solution, 
filtered through celite pad and the celite pad was washed with ethyl acetate. The filtrate was diluted 
with ethyl acetate (300 mL), washed with saturated brine (2 x 100 mL), dried with MgS0 4 , filtered and 
concentrated under reduced pressure to give 3.9 g of the desired product as white solid (y: 83% ) Rf = 
0.40 (25% ethyl acetate/hexanes) ] H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.28-7,15 (m, 4H) f 7.95- 6.84 
(m, 5H), 4.41 (s, 2H). 

Sulfonylation of the amine (2.0 g, 10.0 mmol) according to the general procedure described 
elsewhere provided the desired product (3.40 g, 9.10 mmol, 91%). R f = 0.35 (25% ethyl 
acetate/hexanes) ] H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.66-7.49 (m, 4H), 7.28-7.14 (m 4H) } 6.97-6.65 
(m, 5H).4.71 (s, 2H). 

General procedure for alkylation of phenol with oo-bromoaikanois 

Mitsunobu alkylation of phenol with 3-bromo propanol, 4-bromo butanol and 5-bromo 
pentanol according general procedure described elsewhere gave the corresponding 2-[(co-bromo 
alkyloxy) N-benzyl]4-chlorobenzenesulfanilides. 

General procedure for the animation of 2-[((o-bromo alkyloxy) N-benzyl]4- 

chlorobenzenesulfanilides. 

The bromo compound (1.0 eq) was dissolved in neat amine (5.0 eq) (or in DCM (2.0 
mL/mmol) if the amine is a solid), and the solution was allowed stir at room temperature under Ar for 
lh. The reaction mixture was then concentrated under reduced pressure, re-dissolved in ethyl acetate 
(25 mL/mmol) washed the ethyl acetate solution with saturated bicarbonate solution and water, dried 
with MgS0 4 , filtered and concentrated under reduced pressure to give the desired product, as the free 
base, in near quantitative yield. The free base was converted into the corresponding HC1 salt as 
described elsewhere. The HC1 salt was purified by passing through a short plug of Si0 2 (10% 
methanol/DCM) to yield the desired product in >90% yield. 
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The compounds described in Examples 285-320 were prepared according to the scheme 
described in the previous example. 

EXAMPLE 285 

N-[2-(3-bromopropoxy)ben2yI]-4-chloro-N-phenyIbenzenesulfonamide 




R f = 0.35 (20% ethyl acetate/hexanes) *H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.55-7 .47 (m, 
2H), 7.19-7.17 (m, 4H), 7.27-7,14 (m, 5H), 6.98 (m, 2H), 6.86-6.75 (m, 2H), 4.78 (s, 2H), 3.99 (t, 2H), 
3.53 (t,2H), 2.20 (q, 2H). 

EXAMPLE 286 

4-chloro-N-{2-[(5-chloropentyl)oxy]benzyl}-N-phenylbenzenesulfonamide 




R f - 0.17 (6% ethyl acetate/hexanes) ! H NMR (300 MHz, CDC1 3 ) 8 (ppm): 7.59-6.70 (m, 
13H), 3.82 (t, 2H), 3.56 (t, 2H), 1.83-1.54 (m, 6H). 

EXAMPLE 287 

4-chloro-N-phenyl-N-{2-[3-(l-pyrrolidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 

crfo 

R f = 0.60 (6:l:DCM:methanol). 'H NMR (300 MHz, CDClj) 8 (ppm): 7.55-7.47 (m, 4H), 
7.19-7.17 (m, 3H), 6.79-6.75 (m, 3H), 6.61 (d, 2H), 4.75 (s, 2H), 4.13 (br, 2H), 3.80-3.65 (m, 4H), 3.15 
(br, 2H), 2.60(br, 2H), 2.15 (m, 4H). 
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EXAMPLE 288 



tert-butyl 4-{3-[2-({{(4-chlorophenyl)sulfonyl]anilino}methyl)phenoxy}propyI}-l- 

piperazinecarboxylate 




R f = 0.13 (5% methanol/DCM) 'H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.56 (m, 2H), 7.45 (m, 
2H), 7.32-7.12 (m, 5H), 6.99 (m, 2H), 6.83 (t, 1H), 6.73 (d, 1H), 5.30 (s, 2H), 3.89 (t, 2H), 3.44 (t, 4H), 
2.50-2.37 (m, 6H), 1.87 (q, 2H), 1.47 (s, 9H). 

EXAMPLE 289 

4-chloro-N-{2-[3-(3,6-dihydro-l(2H)-pyridinyl)propoxy]benzyl}-N-phenylbenzenesulfonamide 

hydrochloride 



R f = 0.45 (5% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.40 (m, 4H), 6.95 (m, 
4H), 6.71-6.60 (m, 4H), 6.43 (m, 1H), 5.82 (m, 1H), 5.59 (m, 1H), 4.65 (s, 2H), 3.97 (t, 2H), 3.71 (m, 
2H), 3.55-3.10 (m, 4H), 2.33-1.81 (m, 4H). 13 C NMR (75 MHz, CD 3 OD) 5 (ppm): 158.8, 140.9, 139.9, 
138.5, 133.4, 131.2, 130.9, 130.8, 130.3, 129.6, 127.1, 124.7, 121.8, 121.4, 112.6, 66.3, 55.7, 52.0, 
52.0,51.0, 25.9,24.1. 

EXAMPLE 290 

N-{2-{3-(4-benzyI-l-piperidinyl)propoxy]benzyl}-4-chIoro-N-phenylbenzenesulfonamide 

hydrochloride 



R f = 0.60 (14% methanol/DCM) l H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.54 (m, 4H), 7.21- 
7.06 (m, 9H), 6.82-6.74 (m, 4H), 6.57 (m, 1H), 4.78 (s, 2H), 4.07 (m, 2H), 3.55 (m, 4H), 2.99 (m, 2H), 
2.58 (m, 2H), 2.27 (m, 2H), 1.89-1.51 (m, 5H). 





crK> 



■CI 
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EXAMPLE 291 

N-{2-[3-(4-beazyl-l~piperidinyl)^^ 

hydrochloride 

crH> 

'5 R f = 0.32 (9% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.40 (m, 4H), 6.99 (m, 

K f: 4H), 6.69-6.44 (m, 5H), 5.80 (s, 2H), 4.66 (s, 2H), 4.07-3.96 (m, 6H), 3.62 (m, 2H), 2.1 1 (m, 2H). 13 C 
NMR (75 MHz, CD 3 OD) 5 (ppm): 161.0, 143.0, 142.0, 140.6, 135.6, 133.4, 133.0, 132.9, 132.4, 131.8, 
128.7, 126.8, 123.9, 1 14.7, 68.2, 63.7, 56.9, 54.2, 29.6. 

EXAMPLE 292 

=L0 N-{2-[3-(l -azetidinyl)propoxy]benzyl}-4-chloro-N-phenylbenzenesuIfonamide hydrochloride 

SJ R f = 0.54 (14% methanol/DCM) ] H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.61-7.54 (m, 4H), 

% 7.16-7.09 (m, 4H), 6.88-6.78 (m, 4H), 6.60 (t, 1H), 4.84 (s, H), 4.25 (t, 4H), 4.08 (m, 2H), 3 .67 (m, 2H), 

Sj 2.52 (m, 2H), 2.10 (m, 2H). !3 C NMR (75 MHz, CD 3 OD) 5 (ppm): 158.8, 140.9, 139.9, 138.4, 133.4, 

¥$ 131.2, 130.9, 130.77, 130.3, 129.6, 124.6, 121.8, 112.6, 65.8, 56.2, 54.1, 52.0, 26.2, 17.6. 

ry EXAMPLE 293 

4-cbloro-N-phenyl-N-(2-{|5-(l-piperidinyl)pentyl]oxy}benzyl)benzenesulfonamide hydrochloride 





R f = 0.17 (20% methanol/ethyl acetate) 'H NMR (300 MHz, CD 3 OD) S (ppm): 7.89-7.82 (m, 
20 4H), 7.47-7.36 (m, 4H), 7.27-7.09 (m, 4H), 6.96-6.91 (m, 1H), 5.09 (s, 2H), 4.23 (t, 2H), 3.81 (d, 2H), 
3.42 (t, 2H), 3.20 (m, 2H), 2.25-1 .95 (m, 12H). 
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EXAMPLE 294 

4-chloro-N-phenyl-N-{2-[4-(l-piperidinyl)butoxyJbenzyl}benzenesulfonamide hydrochloride 

crK> 

R f = 0.20 (5% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.38 (m, 4H), 6.97 (m, 
5 4H), 6.69 (m, 4H), 6.44 (t, 1H), 4.64 (s, 2H), 3.84 (t, 2H), 2.99 (m, 6H), 1 .93-1 .68 (m, 10H). ,3 C NMR 
(75 MHz, CDjOD) 5 (ppm): 158.5, 140.3, 139.8, 138.3, 132.5, 130.5, 130.4, 130.4, 130.3, 129.8, 
129.0, 124.5, 121.1, 112.3, 68.1, 58.1, 54.3, 51.3, 27.6, 25.3, 22.7, 22.3. ESI calculated for 
C 28 H3jClN 2 03S [MH+] 511; Observed: 511. 

EXAMPLE 295 

10 4-chloro-N-{2-[3-(3,4-dihydro-2(lH)4soquinoUnyl)propoxy]benzyl}-N-phenylbenzenesuIfonamide 




SJ Rf = 0.50 (50% ethyl acetate/hexanes) 'H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.59-7.55 (m, 

^ 2H), 7.46-7.42 (m, 2H), 7.44 (dd, 1H), 7.22-6.99 (m, 10H), 6.84 (t, 1H), 6.74 (t, 1H), 3.92 (t, 2H), 3.62 
W (s, 2H) 2.91 (t, 2H), 2.73 (t, 2H), 2.62 (t, 2H), 1.96 (m, 2H). I3 C NMR (75 MHz, CDC1 3 ) 8 (ppm): 
|3 159.1, 141.7, 141.6, 139.7, 137.2, 136.8, 132.6, 131.6, 131.4, 131.3, 131.2, 130.4, 129.1, 128.7, 128.2, 
O 126.4, 122.9, 1 13.6, 68.6, 58.7, 57.4, 53.5, 51.8, 31.7, 29.5. ESI calculated for C 3I H 31 C1N 2 0 3 S [MH+] 
m 547; Observed: 547. 

EXAMPLE 296 

4-chloro-N-{2-[3-(cydohexylamino)propoxy]benzyl}-N-phenylbenzenesulfonamide hydrochloride 

cn-o 

R f = 0.20 (14% methanol/DCM) *H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.45-7.37 (m, 4H), 
7.45-7.1 1 (m, 4H), 7.-7.1 1 (m, 4H), 6.89 (m, 1H), 5.09 (s, 2H), 4.38 (t, 2H), 3.72 (t, 2H), 3.40 (m, 1H), 
2.49 (m, 4H), 2.13-1.94 (m, 3H), 1.66-1.48 (m, 5H). 13 C NMR (75 MHz, CD 3 OD) S 158.6, 140.7, 
140.1, 138.6, 133.0, 131.07, 130.9, 130.9, 130.7, 130.3, 129.6, 124.9, 121.8, 112.8, 66.5, 59.1, 51.6, 
25 44.1, 30.9, 28.1, 26.6, 25.9. ESI calculated for C 28 H 33 C1N 3 0 3 S [MH+] 513; Observed: 513. 
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EXAMPLE 297 



4-chIoro-N-{2-[3-(cyclopropylamino)propoxy]benzyI}-N-phenylbeiizenesuifonamide 

hydrochloride 



R f = 0.32 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.40-7.32 (ra, 4H), 
6.99-6.89 (m, 5H), 6.76-6.74 (m, 2H), 6.57 (m, 2H), 4.61 (s, 2H), 3.71 (t, 2H), 2.66 (t, 2H), 1.99 (m, 
1H), 1.71 (m, 2H), 0.30-0.15 (m, 4H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 159.0, 141.1, 139.3, 
132.6, 131.3, 131.2, 131.1, 130.7, 129.8, 125.8, 122.2, 113.2, 68.1, 51.2, 48.4, 32.6, 30.8, 6.8. ESI 
calculated for C 25 H 27 C1N 2 0 3 S [MH+] 471; Observed: 471. 

EXAMPLE 298 

4-chloro-N-{2-[3-(4-hydroxy-l-piperidinyl)propoxy]benzyl}-N-phenylbenzenesulfonamide 

hydrochloride 



R f = 0.19 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.50-7.43 (m, 4H), 
7.07-6.98 (m, 4H), 6.78-6.72 (m, 4H), 6.54-6.49 (m, 1H), 4.17 (s, 2H), 3.98 (t, 2H), 3.81 (m, 1H), 3.39- 
3.08 (m, 6H), 2.20-2.11 (m, 2H), 1.98-1.91 (m, 2H), 1.70 (m, 2H). U C NMR (75 MHz, CD 3 OD) 8 
(ppm): 158.7, 140.8, 140.1, 138.6, 133.2, 131.2, 130.9, 130.9, 130.8, 130.3, 129.6, 124.8, 121.8, 112.7, 
66.6, 56.3, 51.8, 51.3, 32.6, 26.2. ESI calculated for C 27 H3iClN 2 0 4 S [MH+] 515; Observed: 515. 

EXAMPLE 299 

4-chIoro-N-phenyI-N-{2-[3-(l-piperazinyl)propoxy]benzyl}benzenesulfonamidedihydrochloride 

f^NH 



R f = 0.15 (14% methanol/DCM) ] H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.80-7.65 (m, 5H), 
7.33-7.27 (m, 4H), 7.07-6.91 (m, 4H), 6.77 (t, 1H), 5.01 (s, 2H), 4.34 (t, 2H), 4.02-3.68 (m, 10H), 2.59 
(m, 2H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 158.7, 140.8, 139.8, 138.5, 13.3, 133.1, 131.2, 130.9, 
130.9, 130.8, 130.3, 129.7, 124.7, 121.8, 112.7, 66.1, 56.5, 52.0, 50.3, 50.3, 42.4, 25.6. ESI calculated 
for C 26 H 30 ClN 3 O 3 SCl [MH+] 500; Observed: 500. 
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EXAMPLE 300 



4-chloro-N-(2-{[(2S)-7-methyl-7-azabicyclo[2.2.1]hept-2-yI]methoxy}beiizyI)-N- 
phenylbenzenesulfonamide hydrochloride 




R f = 0.20 (10% methanol/DCM) *H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.65-7.59 (m, 4H), 
7.25-7.16 (m, 4H), 7.00-6.93 (m, 4H), 6.73 (m, 1H), 4.88 (q, 2H), 4.10 (m, 1H), 3.97 (m, 3H), 2.76 (s, 
3H), 2.54 (m, 1H), 2.23-1.78 (m, 6H). ,3 C NMR (75 MHz, CD 3 OD) 8 (ppm): 158.7, 140.8, 140.3, 
138.7, 133.0, 131.1, 130.9, 130.8, 130.7, 130.3, 129.6, 125.2, 122.0, 1 13.2, 70.5, 68.1, 66.1, 51.7, 43.3, 
34.4, 33.8, 3.1, 25.8. ESI calculated for C 2 7N 2 0 3 SC1H 29 [MH+] 497; Observed: 497. 



R f = 0.33 (5% methanol/DCM) 'H NMR (300 MHz, CDC1 3 ) 8 (ppm): 7.67-7.62 (m, 2H), 7.55- 
7.50 (m, 2H), 7.21-7.11 (m, 5H), 6.94-6.83 (m, 4H), 4.75 (s, 2H), 2.99-2.80 (m, 8H), 2.05-1.62 (m, 
10H). !3 C NMR (75 MHz, CDC1 3 ) 8 (ppm): 141.5, 138.5, 137.9, 133.4, 132.6, 131.4, 130.0, 129.4, 
129.2, 129.2, 128.7, 128.5, 128.1, 126.2, 57.9, 53.7, 53.0, 31.9, 29.1, 24.5, 23.5,22.9. 



4-chloro-N-{2-(3-(lH4midazoI-l-yl)propoxyJbenzyl}-N-phenylbenzenesulfonamide hydrochloride 



R f = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 6 (ppm): 7.53-7.38 (m, 5H), 
7.04-6.93 (m, 5H), 6.85-6.75 (m, 4H), 6.55 (m, 1H), 6.50 (t, 1H), 4.70 (s, 2H), 4.18 (t, 2H), 3.72 (t, 2H), 
2.06 (m, 2H). U C NMR (75 MHz, CD 3 OD) 8 (ppm): 157.6, 139.6, 139.4, 137.7, 131.9, 129.9, 129.8, 
129.7, 129.6, 129.2, 128.5, 124.0, 120.6, 111.4, 64.7, 50.5, 44.4, 31.3. ESI calculated for 
C 25 H 29 C1N 3 0 3 S [MH+] 482; Observed: 482. 



EXAMPLE 301 



N-phenyl-N-{2-[4-(l-piperidinyl)butyI}benzyI}benzenesulfonamide 




EXAMPLE 302 




N 
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EXAMPLE 303 

4-chloro-N-{2-[3-(3,5-dimethyl-l-piperidiny])propoxy]benzyI}-N-phenylbenzeiiesulfonamide 

hydrochloride 




j£ R f = 0.35 (9% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) S (ppm): 7.66-7.58 (m, 4H), 

7.23-7.14 (m, 4H), 6.99-6.88 (m, 4H), 6.70 (t, 1H), 4.87 (s, 2H), 4.09 (t, 2H), 3.44-2.83 (m, 4H), 2.39- 
1.85 (m, 6H), 1.11-0.77 (m, 8H). 13 C NMR (75 MHz, CD 3 OD) 8 (ppm): 158.9, 140.9, 140.3, 138.7, 
133.2, 131.2, 131.1, 131.02, 130.9, 130.4, 129.7, 125.0, 121.9, 112.8, 67.0, 66.9, 60.8, 57.5, 56.8, 51.7, 
41.7, 38.5, 31.3, 26.4, 26.3, 19.7, 19.3. 

tO EXAMPLE 304 

E0 4-chloro-N-{2-f3-(l,4-dioxa-8-azaspiro[4.5]dec-8-yI)propoxyIbenzyl}-N- 
?S phenylbenzenesulfonamide 




| CTK>° 

J R f = 0.38 (9% methanol/DCM) 'H NMR (300 MHz, CDC1 3 ) S (ppm): 7.58-7.55 (m, 2H), 7.46- 

Jl 7.36 (m, 3 H), 7.23-7.1 1 (m, 4H), 7.00 (dd, 2H), 6.85 (t, 1H), 6.72 (d, 1H), 4.79 (s, 2H), 3.83 (t, 2H), 
2.52-2.44 (m, 6H), 1.90-1.74 (m, 6H). l3 CNMR (75 MHz, CDC, 3 ) 8 (ppm): 156.8, 139.6, 139.4, 137.5, 
130.4, 129.5, 129.50, 129.2, 128.2, 124.3, 120.8, 111.4, 107.6, 66.7, 64.6, 55.2, 51.8, 49.5, 35.2, 27.4. 

EXAMPLE 305 

N-{2-{3-(l-azepanyI)propoxyIbenzyl}-4-chloro-N-phenylbenzenesnlfonamide hydrochloride 




o 



CJ*K> 

R f = 0.19 (9% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) S (ppm): 7.68-7.61 (m, 4H), 
7.25-7.16 (m, 4H), 6.97-6.86 (m, 4H), 6.68 (m, 1H), 4.89 (s, 2H), 4.18 (t, 2H), 3.69 (m, 2H), 3.50 (t, H), 
2.37 (m, 2H), 2.00 (b, 4H), 1.79 (m, 4H). 13 C NMR (75 MHz, CD 3 OD) S (ppm): 161.0, 143.0, 142.2, 
140.7, 135.5, 133.4, 133.1, 133.0, 132.5, 131.9, 126.9, 124.0, 114.8, 68.7, 59.3, 58.7, 54.1, 30.2, 28.4, 
25 27.6. 
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EXAMPLE 306 

4-chloro-N-{2-{3-[(2R,6S)-2,6-dimeth 

hydrochloride 





5 R f = 0.23 (9% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7 .44 (m, 4H), 7.06-7.99 

(m, 4H), 6.85-6.72 (m, 4H), 6.57 (m, 1H), 4.70 (s, 2H), 3.96 (t, 2H), 3.43-3.23 (m, 6H), 2.11-1.51 (m, 
8H), 1.29 (d, 6H). iJ C NMR (75 MHz, CD 3 OD) 8 (ppm): 158.4, 140.8, 140.3, 138.7, 132.6, 130.9, 
130.7, 130.4, 129.6, 125.2, 122.1, 113.1, 66.8, 61.2, 51.1, 24.0, 19.2. ESI calculated for C 29 H 3 5C1N 2 0 3 S 
[MH+] 527; Observed: 527. 

10 EXAMPLE 307 

4-chloro-N-{2-[3-(4-oxo-l-piperidinyI)propoxy]benzyl}-N-phenylbenzenesuIfonamide 
m hydrochloride 




cr 



h OTO 

2 Rf = 0.25 (5% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.76-7.64 (m, 4H), 

W 7.33-7.18 (m, 5H), 7.06 (dd, 2H), 6.94 (d, 1H), 6.84 (t, 1H), 4.82 (s, 2H), 3.99 (t, 2H), 2.72 (t, 4H), 2.60 
SJ (m, 2H), 2.39 (t, 4H), 1.87 (m, 2H). ,3 C NMR (75 MHz, CD 3 OD) 8 (ppm): 212.0, 159.4, 141.9, 141.8, 
139.9, 139.2, 131.9, 131.8, 131.7, 131.6, 130.7, 126.6, 123.1, 1 13.8, 68.7, 56.8, 55.9, 52.3, 44.0, 30.0. 

EXAMPLE 308 

4-chloro-N-phenyl-N-{2-[3-(4-thiomorphoIinyl)propoxy]benzyI}benzenesuIfonamide 
20 hydrochloride 




Oi-O 0 

R f = 0.40 (5% methanol/DCM) 'H NMR (300 MHz, DMSO) 8 (ppm): 7.40 (dd, 4H), 7.04 - 
6.88 (m, 4H), 6.77 (m, 2H), 6.57 (dt, 3H), 4.51 (s, 2H), 3.63 (t, 2H), 2.35-2.25 (m, 10H), 1.51 (m, 2H). 
13 C NMR (75 MHz, CDC1 3 ) 8 (ppm): 156.9, 139.4, 139.4, 137.5, 130.6, 129.4, 129.2, 129.2, 129.2, 
25 128.2, 124.18, 120.7, 111.3, 66.3, 56.1, 55.4, 49.7, 28.3, 26.6. 
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EXAMPLE 309 

4-chloro-N-{5-chloro-2-(3-(4-hydroxy-l-piperidinyl)propoxy}benzyl}-N- 
phenylbenzenesulfonamide hydrochloride 




. 5 R f = 0.18 (10:1; DCM:methanol). 'H NMR (CD 3 OD) 5 (ppm): 7.44-7.37 (m, 4H), 7.06-7.03 (m, 

3H), 6.95 (dd, 1H), 6.76-6.67 (m, 4H), 4.63 (s, 2H), 3.88 (t, 2H), 3.71 (br, 1H), 3.21-3.11 (m, 4H), 2.86 
(br, 2H), 2.08-1.99 (m, 2H), 1 .89-1 .73 (m,2H), 1 .62 (m, 2H). 

EXAMPLE 310 

4-chloro-N-{2-[3-(3-hydroxy-l-piperidinyl)propoxy]benzyI}-N-phenylbenzenesulfonamide 
IP hydrochloride 




R f = 0.23 (9% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) S (ppm): 7.66-7.59 (m, 4H), 
Kj 7.23-7.14 (m, 4H), 7.03-6.87 (m, 4H), 6.72 (t, 1H), 4.87 (s, 2H), 4.06 (t 2H), 3.94 (b, 1H), 3.21-3.03 
(m, 6H), 2.18-1.56 (m, 6H). 13 C NMR (75 MHz, CDjOD) 5 (ppm): 157.7, 139.8, 139.2, 137.6, 131.9, 
m 130.0, 129.9, 129.8, 129.7, 129.2, 128.5, 124.0, 120.7, 111.7, 66.0, 65.1, 59.6, 55.9, 53.8, 50.4, 31.4, 
flJ 25.5, 20.3. 

EXAMPLE 311 

4-chloro-N-(2-{3-[4-(hydroxymethyl)-l-piperidinyl]propoxy}benzyl)-N- 
phenylbenzenesulfonamide hydrochloride 



.cr™ 




R f = 0.20 (9% methanol/DCM) ! H NMR (300 MHz, CDjOD) S (ppm): 7.41-7.34 (m, 4H), 
6.99-6.90 (m, 4H), 6.71-6.63 (m, 4H), 6.43 (m, 1H), 4.63 (s, 2H), 3.90 (t, 2H), 3.47-3.24 (m, 6H), 2.82 
(m, 2H), 2.09 (m, 2H), 1.81-1.33 (m, 5H). ,J C NMR (75 MHz, CD 3 OD) 8 (ppm): 158.6, 140.7, 139.8, 
25 138.3, 133.1, 131.0, 130.7, 130.56, 130.1, 129.4, 124.5, 121.6, 112.4, 66.8, 66.3, 56.2, 54.1, 51.6, 37.9, 
27.7, 26.0. 
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EXAMPLE 312 

4-chIoro-N-{2-[3-(4-hydroxy-4-methyl-l-piperidinyI)propoxy]benzyI}-N- 
phenylbenzenesulfonamide hydrochloride 

Rr = 0.3 (l:10;methanol:DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.52-7.45 (m, 4H), 
7.09-7.01 (m, 4H), 6.91-6.73 (m, 4H), 6.53 (m, 1H), 4.74 (s, 2H), 4.01 (s, 2H), 3.46-3.22 (m, 6H), 2.19 
(m, 2H), 1.84-1.68 (m, 4H), 1.18 (s, 3H). I3 C NMR (75 MHz, CD 3 OD) 8 (ppm): 159.4, 141.4, 140.6, 
139.2, 133.9, 131.8, 131.5, 131.5, 131.4, 130.9, 130.3, 125.4, 122.4, 113.3, 67.1, 66.9, 56.7, 52.5, 51.4, 
37.6, 30.7, 26.8. 

EXAMPLE 31.3 

4-chIoro-N-{2-[3-(14-dioxido-4-thiomorpholinyl)propoxy]benzyI}-N-phenylbenzenesulfonamide 

hydrochloride 

o 

oi-o 

R f = 0.45 (67% ethyl acetate/hexanes) 'H NMR (300 MHz, DMSO) 8 (ppm): 7.72-7.60 (m, 
4H), 7.30-7.13 (m, 5H), 7.01 (dd, 2H), 6.89 (d, 1H), 6.79 (t, 1H), 4.77 (s, 2H), 3.92 (t, 2H), 3.09 (m, 
4H), 2.88 (m, 4H), 2.62 (t, 2H), 1.78 (m, 2H). n C NMR (75 MHz, CDC1 3 ) 8 (ppm): 155.9, 138.3, 
138.1, 136.3, 130.0, 128.4, 128.3, 128.3, 128.2, 128.1, 127.2, 122.8, 119.5, 110.2, 64.7, 52.6, 52.5, 
49.9, 49.1. ESI calculated for CjaHz^ClN^Os [MH+] 549; Observed: 549. 

EXAMPLE 314 

4-chIoro-N-(2-{3-i4-hydroxy-4-(trffluoromethyl)-l-piperidinyl]propoxy}benzyl)-N- 
phenylbenzenesulfonamide hydrochloride 

o*K>- 

R f = 0.23 (5% methanol/DCM) 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.4-7.35 (m, 4H), 7.01- 
6.91 (m, 5H), 6.78-6.74 (m, 2H), 6.58-6.52 (m, 2H).4.63 (s, 2H), 3.73 (t, 2H). 2.68 (m, 2H), 2.42 (m, 
2H), 2.19 (dt, 2H), 1.79-1.53 (m, 6H). ,3 C NMR (75 MHz, CD 3 OD) 8 (ppm): 160.9, 142.9, 141.1, 
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134.5, 133.1, 133.0, 132.90, 132.8, 132.4, 131.6, 127.6, 123.9, 114.9, 73.9, 73.6, 69.9, 58.9, 53.1, 51.5, 
32.9, 30.0. ESI calculated for CjgHsoCH^NjC^S [MH+] 583; Observed: 583. 

EXAMPLES 

4-chIoro-N-(2,5-difluorophenyI)-N-{2-[3-(l-pyrroIidinyl)propoxy)benzyl}benzenesulfonamide 

hydrochloride 



R f = 0.40 (10:l;DCM:methanol). 'H NMR (300 MHz, CD 3 OD) £(ppm): 7.85-7.74 (m, 4H), 
7.31 (dt, 1H), 7.16-6.76 (m, 6H), 4.96 (s, 2H), 4.26 (t, 2H), 3.80 (m, 2H), 3.58 (br m, 4H), 2.48-2.39 
(m,2H), 2.57-2.11 (m, 4H). 



2H), 7.22-7.19 (m, 1H), 7.12 (t, 1H), 7.00-6.95 (m, 2H), 6.60-6.54 (m, 1H), 6.49-6.46 (m, 1H), 6.37- 
6.35 (m, 1H), 4.94-4.90 (m, 2H), 4.43 (t, 2H), 3.91 (t, 3H), 3.47 (s, 3H), 2.29 (m, 2H). LC-MS 
Calculated for C 26 H 2 4C1F 2 N 3 0 4 S: 547. Observed: 548 (MH+). 

EXAMPLE 317 

4-chIoro-N-{2-[3-(diethylamino)propoxy]benzyl}-N-(2,5-difluorophenyI)benzenesulfonamide " 

hydrochloride 



R f = 0.49 (9 % methanol in DCM), 'H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.71 (d, 2H), 7.62 
(d, 2H), 7.20 (t, 1H), 7.02-6.98 (m, 2H), 6.90 (d, 1H), 6.88 (d, 1H), 6.76 (m, 1H), 6.69 (t, 1H), 4.84 (s, 
2H), 4.16 (t, 2H), 3.64-3.61 (m, 2H), 3.37-3.31 (m, 4H), 2.34-2.31 (m, 2H), 1.38 (t, 6H). 




EXAMPTE316 



4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(lH-imidazol-l-yl)propoxyl-6- 
methoxybenzyl}benzenesulfonamide hydrochloride 




R f = 0.5 (93:7; DCM:methanol). *H NMR (CDC1 3 ) 5 (ppm): 7.77-7.34 (m, 3H), 7.63-7.60 (m, 
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EXAMPLE 318 

4-chIoro-N-(2,5-difluorophenyl)-N-{2-[3-(l^-dioxo-l v 5-dihydro-2H-isoindol-2- 
yI)propoxy]benzyl}benzenesulfonamide 




5 R f = 0.33 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) £(ppm): 7.85-7.26 (m, 2H), 

7.74-7.67 (m, 4H), 7.48 (d, 2H), 7.31 (d, 1H), 7.17 (t, 1H), 6.94-6.83 (m, 4H), 6.70 (d, 1H), 4.82 (s, 
1H), 3.86-3.81 (m, 4H), 2.10-2.01 (m, 2H). 

EXAMPLE 319 
4-chloro-N-(2,5-diflnorophenyl)-N-{2-[3-(2,5-dioxo-l- 
1 0 pyrrolidinyl)propoxy] benzyl}benzenesulfonamide 




R f = 0.73 (5% methanol in CH 2 C1 2 ) ! H NMR (300MHz CDC1 3 ) S(ppm): 7.70-7.67 (d, 2H), 
7.49-7.46 (d, 2H), 7.31-7.15 (m, 2H), 6.94-6.83 (4H), 6.72-6.69 (d, 1H), 4.89-4.82 (br, 2H), 3.83-3.79 
(t, 2H), 3.68-3.63 (t, 2H), 2.77-2.64 (br, 4H), 2.05-1.92 (m, 2H). LC-MS calculated for 
15 C 26 H23C1F 2 N 2 05S [MET] 549; Observed: 549. 

EXAMPLE 320 
4-chloro-N-(2,5-difluorophenyl)-N-{2-{3-(2,6-dioxo-l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide 




20 R f = 0.43 (1:1 hexanes:ethyl acetate), *H NMR (300 MHz, CDC1 3 ) £(ppm): 7.68 (d, 2H), 7.48 

(d, 2H), 7.36 (d, 1H), 7.17 (m, 1H), 6.94-6.85 (m, 4H), 6.69 (d, 1H), 4.85 (s, 2H), 3.86 (t, 2H), 3.77 (t, 
2H), 2.65 (t, 4H), 1.98-1.82 (m, 4H). MS calculated for C 27 H 25 C1F 2 N 2 0 5 S, [MH + ] 563; Observed: 563. 
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EXAMPLE 321 
4-chIoro-N-(2,5-difluorophenyl)-N-(l-{2-[3-(lH-imidazoI-l- 
yl)propoxy]phenyl} ethy l)benzenesu!fo namid e hydrochloride 

The general synthetic scheme set forth in SCHEME 321 can also be used for the preparation of 
numerous compounds according to the invention. 
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To a solution of 2' -hydroxy acetophenone (3.0 g, 22 mmol) under Ar, in anhydrous THF (100 
mL) was added triphenylphosphine (8.7 g, mm mmol), 3-bromopropanol (3.8 g, 27 mmol) and DEAD 
(5.2 mL, 33 mmol). The reaction mixture was stirred at room temperature for 14 h, concentrated under 
reduced pressure and the product isolated by Si0 2 chromatography (hexanes/ethyl acetate 7:1) to give 
5 4.0 g of product (yield: 71%), *H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.72 (dd, 1H), 7.46 (dt, 1H), 
7.02-6.95 (m, 2H), 4.22 (t, 2H), 3.61 (t, 2H), 2.60 (s, 3H), 2.38, (p, 2H). 

A solution of 2 , (3-bromopropyloxy) acetophenone (3.2 g, 12.5 mmol) in methanol (50 mL ) 
was cooled to 0 °C under Ar atmosphere. Solid NaBH 4 (0.475 g, 12.5 mmol) was added in one portion 
10 and the reaction mixture was stirred at 0° C for 1 h, diluted with 100 mL of water and the product 
extracted with 3 x 50 mL of ethyl acetate. The combined organic phase was washed with 100 mL of 
water, dried with anhydrous MgS0 4 , filtered and concentrated under reduced pressure to give 3.1 g of 
product (y: 97%). 1 H NMR (300 MHz, CD 3 OD) 5 (ppm): 7.38 (dd, 1H), 7.23 (dt, 1H), 6.98 (t, 1H), 
6.89 (d, 1H), 5.13 (q, 1H), 4.17 (t, 2H), 3.61 (t, 2H), 2.36 (p, 2H), L50 (d, 3H). 

15 Synthesis of R- Alcohol 

To a stirred solution of commercially available (Strem)(R)- methyl oxazaborolidine (1.27 M 

solution in toluene, 3.9 mL, 4.95 mmol) at room temperature under Ar was added a solution BH 3 .Me 2 S 
(10.5 M, 5.63 mL, 59.1 mmol) over a period of 10 min. The reaction mixture was left stirred at room 
temperature for 10 min after which time cooled to — 20°C. To this cooled solution was added a solution 

20 of the ketone (25 33 g, 98.5 mmol) in dry DCM (1 1 mL) via syringe pump over a period of 4 h. The 
reaction mixture was left stirred for another 2 h at -20 °C and carefully quenched with pre cooled 
methanol. The solvent was removed by concentrating under reduced pressure to yield the crude product 
which was subsequently purified by Si0 2 chromatography (ethyl acetate:hexanes, 1:10) to yield the 
chiral product as a colorless oil (24 g, 94%, >98% ee by chiral HPLC). The stereochemistry is 

25 assigned S, based on the literature precedents. J H NMR (300 MHz, CD 3 OD) S (ppm): 7.72 (dd, 1H), 
7.46 (dt, 1H), 7.02-6.95 (m 5 2H), 4.22 (t, 2H), 3.61 (t, 2H), 2.60 (s, 3H), 2.38, (p, 2H). 

The procedure was repeated with (5)-methyl oxazaborolidine solution to yield the 
corresponding (72)-alcohol. 

To a stirred solution of the racemic alcohol (0.5 g, 1.9 mmol) in dry THF (10 mL) under Ar 
30 was added triphenylphosphine (0.75g, 2.85 mmol) followed by the sulfonamide (0.91g, 2.85 mmol). 
The reaction mixture was cooled to 0 °C in an ice bath and DEAD (0.45 mL, 2.85 mmol) was added 
over period of 5 min. The reaction mixture was left to stir at room temperature for 15h then 
concentrated under reduced pressure to give the crude product mixture which was subsequently purified 
by chromatography over Si0 2 (10:1 hexanes/ethyl acetate) to give 465 mg (y: 63%) to a fford a pale 
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yellow oil. *H NMR (500 MHz CDC1 3 ) <S(ppm): 7.62-7.61(m, 2H), 7.39-7.36 (m, 2H), 7.20 (t, 1H), 
6.93 (tar, 1H), 6.86 (d overlaps br, 3H), 6.77 (br d, 1H), 6.68 (t, 1H), 6.08 (tar, 1H), 4.19-4.09 (m, 2H), 
3.77 (br, 2H), 2.47-2.35 (m, 2H), 1.56 (overlapping d, 3H). 

The R and S alcohols were similarly converted to the S and R bromoalkyl sulfonamide 
derivative respectively. 

The racemic bromo alkyl sulfonamide derivative (115 mg, 0.21 mmol) was dissolved in dry piperidine 
(2 mL) under Ar and stirred at room temperature for lh. The reaction mixture was concentrated under 
reduced pressure, re-dissolved in 20 mL of ethyl acetate, washed with saturated bicarbonate solution 
(2x 10 mL of), water (2 x 10 mL), dried with MgS0 4s filtered and concentrated under reduce pressure 
to give 110 mg of product as colorless oil (free base). The free base was converted to the HC1 salt as 
described before, passed through a short plug of Si0 2 (10% methanol in DCM) to yield 85 mg of 
product as white solid, (y: 70%) l H NMR (500 MHz CDC1 3 ) 5 (ppm): 7.68-7.54 (m, 4H), 7.23, 7.01, 
6.81, 6.67 (br, 6H), 6.25 (q overlaps br, 2H), 432-4.21(m, 2H), 3.70-3.60 (m, 4H), 3.10-3.56 (br, 2H), 
2.43-2.40 (m, 2H), 2.01-1.75 (m, 5H), 1.55-1.51 (m, 4H). ESI calculated for C 28 H 32 C1F 2 N 2 0 3 S [MH+] 
549; Observed: 549. The R and S bromoalkylsulfonamides were similarly converted to give 
enantiomerically enriched products. 

To a stirred solution of imidazole (82 mg, 1.2 mmol) in anhydrous THF(5.0 mL) was added 
2.0 M «-BuLi Solution in hexanes ( 600 uL 1.2 mmol). The reaction mixture was stirred at room 
temperature for 30 min, and a solution of bromoalkyl sulfonamide derivative (220 mg, 0.34 mmol in 5 
mL of THF) was added. The reaction mixture was stirred at room temperature for 6 h, then quenched 
with saturated bicarbonate solution, extracted with ethyl acetate (2 x 25 mL), the combined organic 
layer were washed with water (2 x 20 mL), dried with MgS0 4 , filtered and concentrated to give 200 mg 
of crude product which was purified by Si0 2 chromatography (5% methanol in DCM) to yield 188 mg 
of product. R f = 0.62 (9:1 DCM/methanol). *H NMR (CDC1 3 , 300 MHz) 5 (ppm): 7.63-6.65 (m, 14H). 
6.25-6.23 (m, 1H), 4.52-4.32 (m, 2H), 4.08-3.88 (m, 2H), 2.44-2.27 9m, 2H), 1.25-1.21 (overlapping d, 
3H). 13 C NMR (75 MHz) (partial list of resolved lines) 5 (ppm): 159.0, 155.81 139.3, 130.1, 137.4, 
129.7, 129.4, 128.9, 119.1, 117.6 (d), 117.4 (d), 110.9, 64.1, 52.7, 43.6, 30.9, 18ALC-MS calculated 
for C 2 6H24C1F 2 N30 3 S: 532; Observed: 532. 

The compounds described in Examples 322-331 were prepared according to the scheme 
described in the previous example. 
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EXAMPLE 322 
4-chloro-N-(2,5-difluorophenyl)-N-(l-{2-[3-(l- 
piperidinyl)propoxy]pbenyl}propyl)benzenesulfonamide hydrochloride 




5 R f = 0.38 (10 % methanol in DCM), 'H NMR (300 MHz, CD 3 OD) S(ppm): (t, 4H), 7.26-7.03 

(m, 3H), 6.81 (br, 1H), 6.67-6.55 (m, 2H), 6.13-6.04 (m, 2H), 4.32-4.22 (m, 2H), 3.68-3.35 (m, 4H), 
3.06 (br, 2H), 2.39-2.38 (m, 2H), 1.99-1.55 (m, 8H), 0.80 (d, 3H). MS calculated for C^jCIF^OjS, 
[MET] 563: Observed: 563. 



EXAMPLE 323 

1 0 4-chloro-N-(2,5-difiuorophenyl)-N-((lR)-l-{2-[3-(lH-imida2ol-l- 

yl)propoxy]phenyl} ethyl)benzenesulfonamide hydrochloride 



XCK> 



R f = 0.46 (10 % methanol in DCM), ! H NMR (300 MHz, CDC1 3 ) £(ppm): 8.21 (s, 1H), 7.73- 
7.42 (m, 6H), 7.20-6.68 (m, 7H), 6.25 (m, 1H), 4.64 (m, 2H), 4.10 (br, 2H), 2.44 (m, 2H), 1.55 (br, 
1 5 3H).LC-MS calculated for C 26 H 2 4C1F 2 N 3 0 3 S, [MIT] 532; Observed: 532. 



EXAMPLE 324 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(lH-tetraazoI-l- 
yl)propoxy] phenyl} ethyl)benzenesulfonamide 




20 R f = 0.57 (19:1; DCM:methanol). 'H NMR (CDC1 3 ) 8 (ppm): 8.98 (s, 1H), 7.67-7.62 (m, 2H), 

7.48-7.42 (m, 2H), 7.21-7.19 (m, 1H), 6.95-6.52(m, 5.5H), 6.35-6.28 (m, 1.5H), 5.29-5.06 (m, 1H), 
4.95-4.87 (m, 1H), 4.17-3.95 (m, 1H), 2.68-2.50- (m, 2H), 1.54-1.46 (br, 3H). LC-MS calculated for 
C 24 H 22 C1F 2 N 5 0 3 S: 534. Observed: 536 (MNa+). 
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EXAMPLE 325 

4-chIoro-N-(5-chIoro-2-nuorophenyI)-N-((lR)-l-{2-{3-(lH-imidazol-l- 
yI)propoxyj phenyl}ethyl)benzenesulfonamide hydrochloride 




5 R f = 0.15 (5 % methanol in DCM), 'H NMR (300 MHz, CD 3 OD) S(ppm): 7.81-6.59 (m, 14H), 

6.20 (s, 1H), 4.54-4.29 (m, 2H), 4.08-3.90 (m, 2H), 2.39-2.14 (m, 2H), 1.63 (br, 3H)). LC-MS 
calculated for C 26 H 24 C1 2 FN 3 0 3 S, [MlT] 548; Observed: 548. 



EXAMPLE 326 

4-chloro-N-(2,5-dichlorophenyl)-N-((lR)-l-{2-[3-(lH-imidazol-l- 
10 yl)propoxy}phenyl}ethyl)benzenesulfonamide hydrochloride 




R f = 0.72 (10 % methanol in DCM), ] H NMR (300 MHz, CD 3 OD) £(ppm): 7.64 (d, 2H), 7.53 
(d, 2H), 7.41-6.66 (m, 10H), 6.14 (m, 1H), 4.32 (m, 2H), 3.94 (m, 2H), 2.30 (m, 2H), 1.63-1.49 (dd, 
3H). LC-MS calculated for C 26 H 24 C1 3 N 3 0 3 S, [MH + ] 564; Observed: 564. 



15 EXAMPLE 327 

4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[3-(4-inethyl-lH-pyrazol-l- 
yl)propoxy]phenyl}ethyl)benzenesulfonamide 




, N— N 



'XXS 



o 



R f = 0.32 (19:1 DCM:methanol). 'H NMR (CDC1 3 ) 5 (ppm): 7.65-7.62 (d, 2H), 7.53(s, 0.5H), 
20 7.47(s, 0.5H), 7.40-7.38 (d, 2H), 7.21-7.16 (t, 1H), 6.92-6.67 (m, 5.5H), 6.28-6.23(m, 1.5H), 4.42-4.25 
(m, 2H), 4.07-3.89 (m, 2H), 2.45-2.27 (m, 2H), 2.24 (s, 1.5H), 2.22(s, 1.5H), 1.53 (d, 3H), LC-MS 
calculated for C 27 H 26 C1F 2 N 3 0 3 S: 546. Observed: 546.2. 
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EXAMPLE 328 

4-chloro-N-(2,5-difluorophenyl)-N-(l-{2-[3-(lH-l,2,3-triazoI-l- 
yl)propoxy]phenyl}ethyl)benzenesuIfonamide 



ccr-"" N 




R f = 0.32 (3:1; hexanesrethyl acetate). ] H NMR (CDC1 3 ) 5 (ppm): 7.66-7.61 (m, 4H), 7.39-7.35 
(m, 2H), 7.19-7.10 (m, 1H), 6.92-6.65 (5.5H), 6.15-6.11 (m, 1.5H), 4.89-4.81 (m, 2H), 4.10-4.02 (m, 
1H), 3.95-3.87(m, 1H), 2.58-2.47 (m, 2H), 1.57 (d, 3H). LC-MS calculated for C 25 H 23 C1F 2 N 4 0 3 S: 533. 
Observed: 230 (M + - 303). 

EXAMPLE 329 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(2-methy!-lH-imidazol-l- 
yl)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 



R f = 0.31 (19:1; DCM:methano]), ! H NMR (CD 3 OD) 8 (ppm): 7.42-7.01 (m, 6H), 6.79-6.44 (m, 
5.5H), 6.07-6.00 (m, 1.5H), 4.43-4.34 (m, 2H), 4.08-3.95 (m, 2H), 2.50 (s, 3H), 2.35-2.24(m, 2H), 1.30 
(m, 3H). LC-MS calculated for C27H26CIF2N3O3S: 546. Observed: 546 (M + ). 



R f = 0.28 (19:1; DCM:methanol). *H NMR (CD 3 OD) 5 (ppm): 9.43 (s, 1H), 8.66 (s, 1H), 7.68- 
7.54 (111, 4H), 7.19-6.66 (m, 5.5H), 6.25-6.18 (m, 1.5H), 4.85-4.76 (m, 2H), 4.14-4.09 (m, 2H), 2.59- 
02.54 (m, 2H), 1.54 (br, 3H). LC-MS calculated for C 2 sH 23 ClF 2 N 4 0 3 S: 532. Observed: 532 (M'). 




EXAMPLE 3.30 
4-chloro-N-(2,5-dinuorophenyl)-N-(l-{2-[3-(4H-l,2,4-triazoI-4- 
yl)propoxy] phenyl} ethyl)benzenesuIfonamide hydrochloride 
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EXAMPLE 331 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(2H-tetraazol-2- 
yl)propoxy]phenyl}ethyI)benzenesulfonamide 




5 R f = 0.25 (4:1; hexanes:ethyl acetate), 'H NMR (CDC1 3 ) 6 (ppm): 8.89 (s, 1H), 7.67-7.61 (d, 

2H), 7.41-7.33 (d, 2H), 7.13-7.10 (m, 1H), 6.93-6.66 (m, 6H), 6.23-6.21 (m, 1H), 5.23-5.09 (m, 2H), 
4.19-4.09(m, 1H), 4.00-3.93 (m, 1H), 2.66-2.56 (m, 2H), 1.56 (d, 3H). LC-MS calculated for 
Q4H22CIF2N5O3S: 533; observed 566 (MNa + ). 



EXAMPLE 332 

10 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-((lR)-l-{2-[3-(lH-imidazol-l- 

yl)propoxy]phenyl}ethyl)benzenesulfonamide 




OH 



R f = 0.33 (19: 1; DCM:methanol). 'H NMR (CDC1 3 ) 6 (ppm): 7.66-7.63 (m, 3H), 7.58-7.50 (m, 
2H), 7.39 (m, 2H), 7.18 (m, 1H), 7.08 (m, 2H), 6.84 (d, 1H), 6.64 (t, 1H), 6.58 (s, 1H), 6.43-6.34 (m, 
15 2H), 4.51-4.41 (m, 2H), 4.15-3.91 (m, 3H), 3.53(d, 1H), 2.42 (m, 2H), 1.88 (m, 1H), 1.42 (d, 3H). LC- 
MS calculated for C27H27CI2N3O4S: 565; Observed: 565 (M*). 



EXAMPLE 333 

4-chloro-N-(2,5-difluorophenyl)-N-[l-(2-hydroxyphenyl)ethyl]benzenesulfonamide 




20 R f = 0.30 (6:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 8 (ppm): 7.82-7.79 (m, 2H), 7.60- 

7.50(m, 2H), 7.33-6.91(m, 6.5H), 6.33-6.19 (m, 0.5H), 5.30 (q, 1H), 1.36-1.25 (br, 3H). LC-MS 
calculated for C 2 oH I6 ClF 2 N0 3 S: 423. Observed 446 (MNa + ). 
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EXAMPLE 334 

4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-methoxyphenyI)ethyl]benzenesuIfonamide 




R f = 0.32 (15:1 hexanes: ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.66-7.63 (m, 2H0, 7.39- 
5 7.37 (m, 2H), 7.18-7.15 (m, 1H), 6.96-6.66 (m, 5.5H), 5.81 (br, 1.5H), 1.67 (s, 1.5H), 1.57 (s, 1.5H). 

EXAMPLE 335 
4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[3-(2,5-dioxo-l- 
pyrroIidinyl)propoxy]phenyl}ethyI)benzenesulfonamide 




R f = 0.46 (3:1; hexanes:ethyl acetate). 'H NMRCDC1 3 ) 8 : 7.65-7.63 (d, 2H), 7.39-7.36 (d, 2H), 
7.20-7.14 (m, 1H), 6.95-6.37 (m, 6H), 6.05 (m, 1H), 4.06-3.74 (m, 4H), 2.73 (s, 4H), 2.20-2.12(p, 2H), 
1.56(d, 3H), LC-MS calculated forC 27 H 25 ClF 2 N 2 0 5 S: 563.01 . Observed 260 (M*-303). 

EXAMPLE 336 
4-chloro-N-(4-fluorophenyl)-N-((lR)-l-{2-|3-(lH-imidazoI-l- 
yl)propoxy]phenyl}ethyl)benzenesuIfonamide hydrochloride 




R f =0.34 (5 % methanol in DCM), 'H NMR (300 MHz, CD 3 OD) £(ppm) : 7.60 (s, 1H), 7.51 (d, 
2H), 7.35 (d, 2H), 7.08-6.94 (m, 2H), 6.89-6.76 (m, 3H), 6.54-6.46 (m, 2H), 6.35 (d, 1H), 6.24 (dt, 1H), 
6.12 (q, 1H), 4.44-4.24 (m, 2H), 4.03-3.97 (m, 1H), 3.86-3.79 (m, 1H), 2.39-2.16 (m, 2H), 1.43 (d, 3H). 
20 LC-MS calculated for CzeH^CIFNjOjS, [MH + ] 5 14; Observed: 514. 
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EXAMPLE 337 

4-chloro-N-(2,4-difluorophenyI)-N-((lR)-l-{2-[3-(lH-iinidazoH- 
yl)propoxy]phenyI}ethyl)benzenesulfonamide hydrochloride 




R f = 0.43 (5% methanol in CH 2 C1 2 ) 'H NMR (300MHz CD 3 OD) £(ppm): 7.88 (s, 1H), 7.72- 
7.69 (m, 2H), 7.51-7.48 (m, 2H), 7.40-7.27 (m, 2H), 7.17-7.11 (m, 1H), 7.04 (br, 1H), 7.00-6.94 (m, 
1H), 6.84-6.49 (m, 4H)., 6.28-6.21 (q, 1H), 4.56-4.37 (m, 2H), 4.01-3.89 (m, 2H), 2.36-2.27 (m, 2H), 
1.46-1.43 (m, 3H). LC-MS calculated for C 26 H 24 C1F 2 N 3 0 3 S [MH+] 532; Observed: 532. 

EXAMPLE 338 
4-chloro-N-(3-fluorophenyl)-N-((lR)-l-{2-[3-(lH-imidazol-l- 
yl)propoxy] phenyl}ethyl)benzenesulfonamide hydrochloride 




R f = 0.29 (5% methanol in CH 2 C1 2 ) *H NMR (300MHz CD 3 OD) J(ppm): 7.80 (s, 1H), 7.70- 
7.65 (m, 2H), 7.56-7.52 (m, 2H), 7.27 (s, 1H), 7.24-7.17 (m, 1H), 7.01-6.85 (m, 4H), 6.71-6.66 (m, 4H), 
15 6.36-6.29 (q, 1H), 4.64-4.43 (m, 2H), 4.21-4.14 (m, 1H), 4.05-3.98 (m, 1H), 2.58-2.30 (m, 2H), 1.68- 
1.51 (m 3H). LC-MS calculated for QgH^ClFNjOjS [MH + ] 514; Observed: 514. 



EXAMPLE 339 
4-cMoro-N-(2-fluorophenyI)-N-((lR)-l-{2-[3-(lH-imidazol-l- 
yl)propoxy] phenyI}ethyl)benzenesulfonamide hydrochloride 



20 
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R f = 0.33 (5% methanol in CH 2 C1 2 ) ] H NMR (300MHz CD 3 OD) S(ppm): 7.68-6.47 (m, 15H), 
6.27-6.08 (q, 1H), 4.43-4.27 (m, 2H), 3.88 (br, 2H), 2.27-2.14 (m, 2H), 1.41 (br, 3H). LC-MS 
calculated for C 26 H 2 5C1FN 3 0 3 S [MH+] 514; Observed: 514. 



EXAMPLE 340 

4-chloro-N-(2,6-difluorophenyl)-N-((lR)-l-{2-[3-(lH-imidazol-l- 
yl)propoxy]phenyI}ethyl)benzenesulfonamide hydrochloride 




R f = 0.35 (5% methanol in CH 2 C1 2 ) *H NMR (300MHz CD 3 OD) £(ppm): 7.54-7.25 (m, 6H), 
7.08-634 (m, 8H), 6.13-5.97 (q, 1H), 4.36-4.23 (m, 2H), 3.97-3.78 (br, 2H), 2.20-2.10 (br, 2H), 1.35- 
1.25 (m, 3H). LC-MS calculated for C 26 H 24 C1F 2 N30 3 S [MH+] 532; Observed: 532. 



EXAMPLE 341 

S-{3-[2-({[(4-chlorophenyl)sulfonyl]aniIino}methyI)phenoxy]propyl} ethanethioate 

Cr-f-0 0 

To a stirred solution of N-2-(3-bromopropyloxy)benzyl 4-chlorobenzenesulfanilide (200 mg, 
0.4 mmol) in DMF (5 mL) was added the potassium salt of thio acetic acid (92 mg, 0.81 mmol). The 
reaction mixture was then warmed to 60 °C. After 3 h, the reaction mixture was cooled to room 
temperature, diluted with ethyl acetate (25 mL), washed with saturated bicarbonate solution (3x 10 mL) 
and saturated brine (2x 10 mL), dried with MgS0 4 , filtered and concentrated under reduced pressure to 
isolate a colorless oil which was purified by Si0 2 chromatography (7:1, hexanes:ethyl acetate) to 
afforded the desired product (130 mg, y: 63%). R f = 0.25 (20% ethyl acetate/hexanes) *H NMR (300 
MHz, CDC1 3 ) S(ppm): 7.60-7.56 (m, 2H), 7.46-7.42 (m, 2H), 7.36 (dd, 1H), 7.23-7.7.12 (dd, 2H), 6.85 
(t, 1H), 6.70 (d, 1H), 4.82 (s, 2H), 3.85 (t, 2H), 2.95 (t, 2H), 2.33 (s, 3H), 1.92 (q, 2H), 13 C NMR (75 
MHz, CDCU) S(ppm): 196.0, 156.7, 139.6, 139.4, 137.5, 130.7, 129.5, 129.3, 129.3, 128.3, 124.5, 
121.0, 1 1 1.3, 66.4, 49.8, 31.1, 29.6, 26.2. 
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EXAMPLE 342 

4-chloro-N-phenyl-N-[2-(3-sulfanyIpropoxy)benzyl]benzenesulfonamide 




A stirred solution of thio acetate analog prepared above (100 mg, 0.2 mmol) at °C in ethanol (5 
5 rnL) was vigorously degassed for 0.5 h, then a solution of degassed 1.0 N NaOH (0.4 mL, 0.4 mmol) 
was added. The reaction mixture was allowed stir at 0 °C for lh warmed to room temperature stirred at 
room temperature for lh, then diluted with degassed ethyl acetate(20 mL), washed with saturated 
bicarbonate solution (3x 10 mL), 10% aqueous HC1 (3x 10 mL), dried with MgS0 4 , filtered and 
concentrated under reduced pressure to isolate a white solid. The crude material was purified by 
10 chromatography on Si0 2 (4: 1 hexanes:ethyl acetate) to give 40 mg of product (y: 44%). R f = 0.25 (20% 
ethyl acetate/hexanes) ] H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.58-7.56 (m, 2H), 7.47-7.54 (m, 2H), 
7.34-7.14 (m, 5H), 6.99 (m, 2H), 6.87-6.73 (dt, 2H), 4.78 (s, 2H), 3.92 (t, 2H), 2.63 (q, 2H), 1.96 (q, 
2H), 1.35 (t, 1H). i3 C NMR (75 MHz, CDC1 3 ) 5 (ppm): 159.1, 141.9, 141.8, 139.9, 133.1, 131.8, 131.8, 
131.7, 131.6, 130.6, 126.7, 123.2, 113.7, 68.2, 52.2, 35.8, 24.0. 

15 

The following compounds were prepared according to the scheme described in the previous 
example. 

EXAMPLE 343 
N-(2,5-difluorophenyl)-4-(phenyIsulfanyl)-N-{2-[3- 
20 (phenylsuIfanyl)propoxy]benzyl}benzenesulfonamide 




R f = 0.54 (4:1 hexanes:ethyl acetate), ! H NMR (300 MHz, CDCI 3 ) £(ppm): 7.63 (d, 2H), 7.54- 
7.50 (m, 5H), 7.33-7.26 (m, 6H), 7.18 (t, 5H), 6.97 (m, 1H), 6.87-6.79 (m, 2H), 4.70 (s, 2H), 3.94 (t, 
2H), 3.08 (t, 2H), 1.90-1.86 (m, 2H). 

25 EXAMPLE 344 

4-chIoro-N-(2,5-difluorophenyI^ 
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R f = 0.45 (6:1 hexanes:ethyl acetate), ! H NMR (300 MHz, DMSO) £(ppm): 7.72 (q, 4H), 7.34- 
7.18 (m, 8H), 7.00-6.98 (m, 2H), 6.89-6.80 (m, 2H), 4.73 (s, 2H), 3.95 (t, 2H), 3.09 (t, 2H), 1.91-1.87 
(m, 2H). 

EXAMPLE 145 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(phenylsuIfonyl)propoxy)benzyI}benzenesulfonamide 




R f = 0.40 (3:1 hexanes:ethyl acetate), 'HNMR (300 MHz, CDC1 3 ) J(ppm): 7.96 (d, 2H), 7.68- 
7.54 (m, 5H), 7.47 (d, 2H), 7.19-7.10 (m, 2H), 6.93-6.68 (m, 5H), 4.77 (s, 2H), 3.97 (t, 2H), 3.38 (t, 
2H), 2.24-2.15 (m,2H). 

EX AMPT ,E 34fi 

4-chloro-N-{2-[3-(cyclohexylsnlfanyI)propoxy]benzyl}-N-(23-difluorophenyl)benzenesuIfonamide 

R f = 0.26 (5% methanol in DCM), 'H NMR (300 MHz, CDC1 3 ) S(ppm): 7.66 (d, 2H), 7.47 (m, 
2H), 7.28-7.15 (m, 1H), 7.00 (d, 1H), 6.90 (m, 2H), 6.75 (m, 3H), 4.81 (s, 2H), 3.92 (m, 2H), 2.66 (m, 
3H), 1.94 (m, 4H), 1.75 (m, 2H), 1.60 (m, 2H), 1.28 (m, 4H). 

EXAMPLE .147 

4-chloro-N-{2-[3-(cycIohexylsulfonyI)propoxy]benzyl}-N-(2^-difluorophenyl)benzenesulfonamide 

R f = 0.29 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) <?(ppm) : 7.65 (d, 2H), 7.48 
(d, 2H), 7.18 (t, 1H), 7.80 (d, 2H), 6.90 (m, 2H), 6.76 (m, 3H), 4.78 (s, 2H), 4.10 (t, 2H), 3.29 (t, 2H), 
2.94 (m, 1H), 2.35 (m, 2H), 2.22 (d, 2H), 1.90 (m, 2H), 1.72-1.19 (m, 6H). MS calculated for 
C 2 8H3oClF2N0 5 S 2 , [MNa + ] 620; Observed: 620. 
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EXAMPT/E 348 

4-chloro-N-{2-[3-(cyclohexylsulfinyl)propoxy]benzyl}-N-(2,5-difluorophenyl)benzenesulfonamide 

*ccH>° 

R r = 0.32 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) <5(ppm): 7.64 (d, 2H), 7.47 
(d, 2H), 7.19 (t, 1H), 7.08 (d, 2H), 6.92-6.87 (m, 2H), 6.80-6.76 (m, 3H), 4.79 (s, 2H), 4.16-3.98 (m, 
2H), 3.12-3.03 (m, 1H), 2.87-2.78 (m, 1H), 2.67-2.60 (m, 1H), 2.34 (m, 2H), 2.14 (d, 1H), 1.95-1.69 
(m, 3H), 1.57-1.24 (m, 6H). MS calculated for C 28 H 3 oClF 2 N0 4 S 2 , [MH+] 582; Observed: 582. 

EXAM PT ,F, 34Q 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
methoxyphenyl)sulfanyI]propoxy}benzyl)benzenesulfonamide 

R f = 0.44 (6:1 hexanes:ethyl acetate), ! H NMR (300 MHz, CDC1 3 ) S(ppm): 7.67-7.64 (m, 2H), 
7.48-7.44 (m, 2H), 7.35-7.32 (m, 2H), 7.31-7.15 (m, 3H), 6.91-6.70 (m, 8H), 4.77 (m, 2H), 3.94-3.86 
(m, 2H), 3.77 (m, 3H), 2.97-2.92 (m, 2H), 1.97-1.88 (m, 2H). MS calculated for C 29 H 26 C1F 2 N0 4 S 2 , 
[MNa + ] 612; Observed: 612. 

exampt/f. asn 

4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-I(4- 
methoxyphenyl)suIfonyllpropoxy}benzyl)benzenesulfonamide 

R f = 0.42 (2:1 hexanes:ethyl acetate), ] H NMR (300 MHz, CDC1 3 ) J(ppm): 7.87 (d, 2H), 7.63 
(d, 2H), 7.47 (d, 2H), 7.26-7.11 (m, 2H), 7.00 (d, 2H), 6.91-6.75 (m, 4H), 6.69 (d, 1H), 4.74 (s, 2H), 
3.96 (t, 2H), 3.86 (s, 3H), 3.36-3.31 (m, 2H), 2.22-2.13 (m, 2H). MS calculated for C 29 H 26 C1F 2 N0 6 S 2 , 
[MNa + ] 644; Observed: 644. 
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EXAMPLE 351 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
nitrophenyl)su!fanyl]propoxy}benzyl)benzenesulfonamide 




R f = 0.40 (6:1 hexanes:ethyl acetate), ! H NMR (300 MHz, CDC1 3 ) S(j>pm): 8.12-8.09 (m, 2H), 
7.67-7.63 (m, 2H), 7.49-7.45 (m, 2H), 7.41-7.37 (m, 2H), 7,22-7.16 (m, 1H), 7.12-7.09 (m, 1H), 6.91- 
6.74 (m, 5H), 4.82 (s, 2H), 4.05 (t, 2H), 3.32 (t, 2H), 2.19 (m, 2H). 

EXAMPLE 352 
4-chIoro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
methoxyphenyI)sulfinyl]propoxy}benzyI)benzenesulfonamide 




SJ R f= °- 23 0:1 hexanes:ethyl acetate), *H NMR (300 MHz, CDC1 3 ) £(ppm): 7.66-7.54 (m, 4H), 

1, 7 * 4 9 (d, 2H), 7.20-7.11 (m, 2H), 7.03 (d, 2H), 6.94-6.76 (m, 4H), 6.71 (d, 1H), 4.76 (s, 2H), 4.05-3.84 
fO ( m > 5H )> 3.15-2.90 (m, 2H), 2.26-2.00 (m, 2H). MS calculated for C 29 H 26 C1F 2 N0 5 S 2 , [MNa + ] 628; 
^15 Observed: 628. 

j\i EXAMPLE 353 

4-chloro-N-(2 ? 5-difluorophenyI)-N-(2-{3-[(4- 
nitrophenyl)sulfonyl]propoxy}benzyl)benzenesulfonamide 




R f = 0.56 (2:1 hexanes:ethyl acetate), J H NMR (300 MHz, CDC1 3 ) S(ppm) :8.40 (d, 2H), 8.25 
(d, 2H), 7.59 (d, 2H), 7.48 (d, 2H), 7.19-7.14 (t, 1H), 6.89-6.82 (m, 3H), 6.75-6.64 (m, 3H), 4.73 (s, 
2H), 4.1 (t, 2H), 3.65 (m, 2H), 2.38-2.33 (m, 2H). 
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EXAMPLE 354 



4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
nitrophenyI)sulfinyl]propoxy}benzyl)benzenesuIfonamide 



5 



R f = 0.53 (1:1 hexanes:ethyl acetate), *H NMR (300 MHz, CDC1 3 ) £(ppm): 8.36 (d, 2H), 7.93 



(d, 2H), 7.64 (d, 2H), 7.50 (d, 2H), 7.17 (m, 1H), 6.91-6.80 (m, 3H), 6.74-6.65 (m, 3H), 4.76 (s, 2H), 
4.19-4.02 (m, 2H), .356-3.47 (m, 1H), 3.23-3.14 (m, 1H), 2.47-2.41 (m, 1H0, 2.17-2.13 (m, 1H). 

EXAMPLE 355 

4-chIoro-N-{2-(2-(cyclohexylsulfinyl)ethoxy]benzyl}-N-(2,5-difluorophenyl)benzenesulfonamide 



R f = 0.35 (1:2 hexanes:ethyl acetate), *H NMR (300 MHz, CDC1 3 ) <5(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.22-7.1 1 (m, 2H), 6.94-6.80 (m, 5H), 4.84 (d, 1H), 4.70 (d, 1H), 4.47-4.27 (m, 2H), 3.19-3.10 
(m, 1H), 2.94 (dt, 1H), 2.65 (tt, 1H), 2.14 (d, 1H), 2.04-1.88 (m, 3H), 1.73 (m, 1H), 1.59-1.25 (m, 4H). 

EXAMPLE 356 

15 4-chloro-N-{2-[2-(cyclohexylsulfonyl)ethoxy]benzyl}-N-(2,5-difluorophenyl)benzenesuIfonamide 



R f = 0.30 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) <S(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.26-7.18 (m, 2H), 6.97-6.81 (m, 5H), 4.78 (s, 2H), 4.35 (t, 2H), 3.38 (t, 2H), 2.92 (tr, 1H), 
2.20 (d, 2H), 2.05 (m, 2H), 1.74-1.55 (m, 3H), 1.334-1.20 (m, 3H). 



10 





WO 00/50391 



190 



PCT/USOO/04560 



10 



EXAMPLE 3S7 

4-chloro-N-{2-[2-(cycIohexylsulfanyI)ethoxy]benzyl}-N-(2,5-difluorophenyl)benzenesuIfonamide 

R f = 0.30 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) £(ppm): 7.67 (d, 2H), 7.56 
(d, 2H), 7.34 (d, 1H), 7.19 (t, 1H), 6.95-6.86 (m, 4H), 6.72 (d, 1H), 4.79 (s, 2H), 3.93 (t, 2H), 2.74 (t, 
2H), 2.67 (m, 1H), 1.95 (br, 2H), 1.77 (br, 2H), 1.63-1.27 (m, 6H). 

EXAMPT.F.358 

The compounds described in Examples 359-373 were prepared according to the preparative 
scheme outlined in the previous example. 



WO 00/50391 



PCT/US00/04560 




WO 00/50391 



192 



PCT7US00/04560 



EXAMPLE 359 



N-{3-[2-(l-{[(4-chlorophenyI)suIfonyl]-2,5-difluoroaniIino}ethyI)phenoxy]propyl}nicotinamide 



R f = 0.43 (19:1; DCM:methanol). ! H NMR (CDC1 3 ) 5 (ppm): 9.08 (s, 1H), 8.68 (m, 1H), 8.19- 
8.15 (m, 1H), 7.63-7.60 (m, 2H), 7.42-7.47 (m, 4H), 6.91-6.66 (m, 6H), 6.20 (q, 1H), 4.22-4.13 (m, 
ZH), 3.89-3.85 (m, 2H), 2.46-2.43 (m, 1H), 2.28-2.19 (m, 1H), 1.44 (d, 3H). LC-MS calculated for 
C 2 ^ 26 C1F 2 N 3 0 4 S: 586; observed: 586 (M+). 



R f = 0.60 (9:1 CH 2 Cl 2 :methanol) 'H NMR (300MHz CDC1 3 ) £(ppm): 8.69-8.59(m, 2H), 7.79- 
6.11 (m, 13H), 5.80-5.68 (m, 1H), 4.28-3.41 (m, 4H), 3.25-2.97 (d, 3H), 2.50-1.98 (br, 2H), 1.66-1.35 
(m, 3H). LC-MS calculated for CjoHzgCH^NsC^S [MH+] 600; Observed[MH+] 600. 

EXAMPLE 361 

N-{3-[2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanamo}ethyl)phenoxy]propyI}-N,2,2- 

trimethylpropanamide 



R f = 0.28 (3:1; hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.64-7.61 (m, 2H), 7.39-7.36 
(m, 2H), 7.21-7.16 (m, 1H), 6.92-6.65 (m, 5.5H), 6.36-6.14 (m, 1.5H), 4.16-3.95 (m, 2H), 3.75-3.57 (m, 
2H), 3.18 (m, 3H), 2.23-2.05 (m, 2H), 1.57 (d, 3H), 1.29 (s, 9H). LC-MS- calculated for 
C 29 H3 3 C1F 2 N 2 0 4 S : 579. Observed: 579 (M+). 




EXAMPLE 360 



N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanUino}ethyl)phenoxy]propyl}-N- 

methylnicotinamide 
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EXAMPT.F362 
4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-{3- 
[methyl(methylsu!fonyI)ainino]propoxy}phenyl)ethyl]benzenesulfonam 

xcK>- 

R f = 0.25 (2:1 hexanes:ethyl acetate) 'H NMR (CDC1 3 ) £(ppm): 7.65-7.62 (d, 2H), 7.42-7.39 
(d, 2H), 7.20-7.17 (m, 1H), 6.91-6.34 (m, 6H), 6.19 (q, 1H), 4.20-4.06 (m, 2H), 3.64-3.55 (m, 2H), 2.96 
(s, 3H), 2.84 (s, 3H), 2.25-2.19 (m, 2H), 1.53 (d, 3H). LC-MS calculated for C 25 H 27 ClF 2 N 2 O s S 2 : 573; 
Observed: 573 (M + ). 

EXAMPLE 363 

N-{3-{2-((lR)-l-{[(4-cMorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 

methylnicotinamide hydrochloride 




R f = 0.56 (19:1; DCMrmethanol). 'HNMR (CD 3 OD) £(ppm): 8.55-8.45 (m, 2H), 7.92- 
6.08(overlappingm, 12H), 5.45 (q, 1H), 4.08-3.45 (m, 4H), 3.10 (s, 1.5H), 2.99 (s, 1.5H), 2.19-2.06(m, 
2H), 1.47 (d, 1.5H), 1.34 (d, 1.5 H). ). LC-MS calculated for C 3 oH 28 ClF 2 N 3 04S: 600; Observed: 600 
(M+). 

EXAMPLE 364 
tert-butyl6-[{3-[2-({{(4-chlorophenyl)sulfonyl]-2^- 
difluoroaniIino}methyl)phenoxy]propyl}(methyl)amino]-6-oxohexylcarbamate 




R f = 0.33 (1 : l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.67-7.64 (d, 2H), 7.48-7.45 
(d, 2H), 7.22-7.08 (m, 2H), 6.91-6.73(m, 5H), 4.81(s, 2H), 4.53 (br, 1H), 3.94-3.86 (m, 2H), 3.58-5.53 
(m, 2H), 3.12-2.95 (m overlaps d, 5H), 2.30 (t, 2H), 2.04-2.96 (m, 2H), 1.69-1.23 (m, 13H). 
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EXAMPLE MS 

N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N-methyl-5-(2- 
oxohexahydro-lH-thieno[3,4-d]imidazol-4-yI)pentanamide 



R f = 0.57 (10:1; DCM:methanol). *H NMR (CDC1 3 ) 8 (ppm): 7.68-7.65 (d, 2H), 7.49-7.46(m, 
2H), 7.22-7.05 (m, 2H), 6.90-6.73 (m, 5H), 5.13(br, 0.5H), 5.06 (br, 0.5H), 4.82-4.81 (d, 2H), 4.63-4.59 
(m, 1H), 4.49-4.47 (m, 1H), 4.31-4.24 (m, 1H), 3.96-3.87 (m, 2H), 3.59-3.56(m, 2H), 3.17-2.87 (m, 
5H), 2.73-2.67 (m, 1H), 2.40-2.32 (m, 2H), 2.08-1.96 (m, 2H), 1.70-1.65 (m, 6H). 

EXAMPLE 366 

6-amino-N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanUino}methyl)phenoxy]propyI}-N- 

methyihexanamide hydrochloride 



R f = 0.56 (6:l;DCM:methanol). 'H NMR (CD 3 OD) 5 (ppm): 7.76-7.52 (m, 2H), 7.65-7.61 (m, 
2H), 7.22-7.02 (m, 4H), 6.93-6.75 (m, 3H), 4.88 (d overlaps HOD, 2H), 4.01 (t, 1H), 3.93 (t, 1H), 3.71 
(t, 1H), 3.63 (t, 1H), 3.12 (s, 1.5H), 2.99(s, 1.5H), 2.93 (t, 1H), 2.86 (t, 1H), 2.49-2.42 (m, 2H), 2.12- 
2.00 (m, 2H), 1.71-1.60 (m, 4H), 1.35-1.32 (m, 2H). 

EXAMPLE 367 

N-{3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy3propyI}-N- 

methylacetamide 



R r = 0.38 (1:1; hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.65-7.62 (m, 2H), 7.40-7.37 
(m, 2H), 7.22-7.16 (m, 1H), 6.91-6.64 (m, 5.5H), 6.35-6.16 (m, 1.5H), 4.12-3.95 (m, 2H), 3.77-3.57 
(m, 2H), 3.10 (s, 1.5H), 3.0o(s, 1.5H), 2.17-2.10 (m overlaps two s, 5H), 1.58-1.53 (m, 3H). LC-MS 
calculated for C 26 H 27 C1F 2 N 2 0 4 S: 537. Observed 537 (M + ). 
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EXAMPLE 368 

N-{4-{2-((lR)-l-{[(4-ch]orophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxy]butyl}-N- 

methylpropanamide 



R r = 0.4 (1:1 hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.63-7.62 (d, 2H), 7.39-7.35 
(m, 3H), 7.19-7.15 (m, 2H) 6.91-6.64 (m, 5H), 6.06 (m, 1H), 4.13-4.00 (m, 2H), 3.49-3.39(m, 2H), 
3.01-2.97 (d, 3H), 2.43-2.33(m, 2H), 1.85-1.83 (m, 4H), 1.57 (d, 3H), 1.17-1.1 l(dt, 3H). LC-MS 
calculated for C 28 H3,C1F 2 N 2 0 4 S: 565; Observed: 565 (M + ). 

EXAMPLE 369 

N-{3-[2-({[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}methyI)phenoxy]propyl}-N- 

methylcyclohexanecarboxamide 



R f = 0.26 (2:1 hexanes:ethyl acetate), ! H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.65 (m, 2H), 7.44 
(d, 2H), 7.19-7.11 (m, 2H), 6.90-6.70 (m, 5H), 4.80 (d, 2H), 3.90-3.82 (m, 2), 3.58-3.50 (m, 2H), 2.91 
(d, 3H), 2.49-2.42 (m, 1H), 2.02-1.90 (m, 2H), 1.77 -0.83 (m, 11H). MS calculated for 
C 30 H 33 ClF 2 N 2 O 4 S, [MNa+1 613; Observed: 613. 

EXAMPLE 370 

N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 

methylnicotinamide 



R f = 0.66 (9: 1 CH 2 Cl 2 :methanol) 'H NMR (300MHz CDC1 3 ) 5 (ppm): 8.65-8.55 (m, 2H), 
7.74-7.59 (ra, 3H), 7.46-7.43 (d, 2H), 7.35-7.31 (m, 1H), 7.19-7.14 (m, 1H), 7.06-6.98 (m, 1H), 6.87- 
6.61 (m, 5H), 4.80-4.76 (br, 1H), 4.45 (br, 1H), 4.01-3.98 (t, 1H), 3.81-3.76 (m, 2H), 3.61-3.57 (m, 1H), 
3.13-3.04 (d, 3H), 2.18-2.01 (m, 2H). LC-MS calculated for C 2 <>H 26 C1F 2 N 3 0 4 S [MH + ] 586; Observed: 
586. 
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EXAMPLE 371 

4-chIoro-N-(2,5-difluorophenyl)-N-(2-{2-(l-(3-pyridinylcarbonyl)-2- 
piperidinyl]etboxy}benzyl)benzenesuIfonamide 




R f = 0.50 (1:3 hexanesrethyl acetate), *H NMR (300 MHz, CDC1 3 ) 5 (ppm): 8.57 (m, 2H), 7.62 
6.89 (m, 13H), 5.30-2.88 (m, 15H), 2.30-1.48 (m, 8H). MS calculated for C32H3 0 ClF 2 N 3 O 4 S, [MET] 
626; Observed: 626. 

EXAMPLE 372 

4-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroan0ino}ethyI)phenoxy]-N-(3- 
pyridinylmethyl)butanamide hydrochloride 



R f = 0.53 (5% methanol in CH 2 C1 2 ) ! H NMR (300MHz CD 3 OD) £(ppm) : 8.78 (s, 1H), 8.69- 
8.68 (d, 1H), 8.54-8.51 (d, 1H), 7.96-7.92 (m, 1H), 7.66-7.63 (d, 2H), 7.52-7.49 (d, 2H), 7.20-6.62 (m, 
6H), 6.15-6.09 (q, 1H), 4.58 (br, 2H), 4.09-3.99 (m, 2H), 2.75-2.61 (m, 2H), 2.24-2.17 (m, 2H), 1.57- 
1.54 (d, 3H). LC-MS calculated for C 3 oH 28 ClF 3 N 3 04S [MET] 600; Observed: 600. 

EXAMPLE 373 
4-benzoyl-N-((lS)-l-{l{3-I2-({[(4-chlorophenyl)suIfonyl]-2,5- 
difiuoroaniIino}methy!)phenoxy]propyl}(methyl)amino]carbonyl}-5-{[5-(2-oxohexahydro-lH- 
thieno[3,4-d]imidazol-4-yl)pentanoyl]ammo}pentyI)benzamide 



R f = 0.37 (7 % Methanol in DCM), 'H NMR (300 MHz, CDC1 3 ) £(ppm): 8.15-7.78 (m, 6H), 
7.70-7.59 (m, 3H), 7.52-7.45 (m, 4H), 7.15 (t, 1H), 7.03 (d, 1H), 6.89-6.72 (m, 5H), 6.443-6.19 (m, 



o 
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2H), 5.37 (m, 1H), 5.33 (s, 2H), 5.12 (m, 1H), 4.86-4.82 (m, 1H), 4.44 (m, 1H), 4.26 (m, 1H), 4.01- 
3.93 (m, 2H), 3.82-3.67 (m, 2H), 3.22-2.65 (m, 9H), 2.17-1.26 (m, 24H). 

EXAMPLE 374 

Numerous compounds according to the invention can be prepared employing the synthetic 
5 scheme set forth in SCHEME 374. 
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EXAMPLE 375 

A suspension of 2-hydroxyphenone (10 mL, 83 mmol), 4-bromobutyric acid (16.6 mL 5 116 
mmol) and K 2 C0 3 (14.4 g, 104 mmol) in acetone was refluxed at 56 °C for 64 h. The reaction mixture 
was acidified with 1 N HC1 solution and the acidic solution was extracted with ethyl acetate(3 X 50 
mL). The combined organic phase was washed with H 2 0 and sat. NaCI aqueous solution, dried over 
MgS0 4 . The solution was filtered, concentrated the filtrate to obtain the crude product that purified by 
Si0 2 chromatography to isolate the desired product 7 (15.5 g, 75%) as white solid: R f 0.46 (10:5, 
hexane-ethyl acetate); l H NMR (CDC1 3 , 300 MHz) 5 7.72 (dd, 1 H, J = 7.6 Hz, J = 1.4 Hz), 7.43 (td, 
1H, J = 7.6 Hz, J - 1.2 Hz), 6.96 (m, 2H), 4.13 (m, 4H), 2.62 (s, 3H), 2.54 (t, 2H, J - 6.6 Hz), 2.18 (m, 
2H),2.26 (t, 3H, J -7.2 Hz). 

Compound 7 in the reaction scheme outlined above(3.0 g, 12.0 mmol) was treated with NaBHt 
(227 rag, 6.0 mmol) in methanol (24 mL) solution in the presence of CeCl 3 7H 2 0 (89 mg, 0.24 mmol) at 
25 °C for 10 min. The reaction was quenched with 5% HC1 solution. The aqueous phase was extracted 
with ethyl acetate. The combined organic phase was washed with H 2 0 and sat. NaCI aqueous solution, 
then dried over MgS0 4 . Concentration and chromatography afforded compound 8 (3.0 g, 100%) as 
colorless gum: R f 0.29 (10:5, hexane-ethyl acetate); *H NMR (CDC1 3 , 300 MHz) 5 7.48 (d, 1H, J = 7.5 
Hz), 7.26 (t, 1H, J - 7.6 Hz), 7.05 (t, 1H, J = 7.6 Hz), 6.80 (d, 1H, J - 8.1 Hz), 5.26 (br s, 1H), 4.68 (s, 
2H), 4.28 (q, 2H, J - 7.2 Hz), 4.06 (br s, 1H), 1.59 (d, 3H, J = 6.6 Hz), 1.33 (t, 3H, J = 7.2 Hz). 

EXAMPLE 376 

ethyM-|2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanmno}ethyl)phenoxy]butanoate 

DEAD (567 juL, 3.6 mmol) was added dropwise to a solution of alcohol 8 (666 mg, 3.0 mmol), 
Triphenylphosphine (944 mg, 3.6 mmol) and sulfonamide (910 mg, 3.0 mmol) in toluene (10 mL) at 25 
°C under Ar. The mixture was stirred for 40 h, then diluted with hexane-ethyl acetate solution (10:3). 
The generated precipitates were filtered and the filtrate was concentrated in vacuo. Chromatography 
afforded the compound (1.16 g, 72%) as colorless gum: R f 0.29 (10:2, hexane-ethyl acetate); *H NMR 
(CDC1 3 , 300 MHz) 5 7.62 (d, 2H, J = 8.7 Hz), 7.36 (d, 2H, J = 8.7 Hz), 7.18 (m, 1H), 6.38-6.95 (m, 
6H), 6.01 (m, 1H), 4.17 (q, 2H, J = 7,2 Hz), 4.04 (m, 1H), 3,98 (m, 1H), 2.61 (t, 2H, J = 7.0 Hz), 2.17 
(m, 2H), 1.58 (d, 3H, J = 6.9 Hz), 1.27 (t, 3H, J = 7.0 Hz); LCMS 3.86 min, m/z 556 (M+lT+HaO, 
C 26 H 26 C1F 2 N0 5 S requires 538.01). 

EXAMPLE 377 

4-I2-(l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyI)phenoxy]butanoic acid 

A solution of ethyl4-[2-(l-{[(4-chlorophenyl)sulfonyi]-2,5-difluoroanilino}ethyl) phenoxy] 
butanoate (1.16 g, 2.2 mmol) in THF (5.2 mL), methanol (1.7 mL) and H 2 Q (1.7 mL) was treated with 
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LiOHH 2 0 (91 mg, 2.2 mmol) at 25 °C for 3 h. The reaction was then quenched with 1 N HC1 solution. 
The aqueous phase was extracted with ethyl acetate. The combined organic phase was washed with 
H 2 0 and sat. NaCl aqueous solution, then dried over MgS0 4 . Concentration and chromatography 
afforded the desired product (457 mg, 41%) as white crystal: m.p. 141.0 -142.0 °C; R f 0.14 (10:10, 
. 5 hexane-ethyl acetate); l U NMR (CDC1 3 , 300 MHz) 5 1 1.08 (br s, 1H), 7.62 (d, 2H, J = 8.4 Hz), 7.35 (d, 
2H, J = 8.7 Hz), 7.16 (t, 1H, J = 7.5 Hz), 638-6.93 (m, 6H), 6.03 (br s, 1H), 4.06 (m, 2H), 2.70 (t, ZH, 
J- 7.0 Hz), 2.17 (m, 2H), 1.57 (d, 3H, J = 6.9 Hz); LCMS 3.05 min, m/z 527.2 (C 24 H 22 C1F 2 N0 5 S 
requires 509.95). 

EXAMPLE 378 

10 4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2^ 

A mixture of acid 4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl) phenoxy] 
butanoic acid (107 mg, 0.21 mmol), HOBT (31 mg, 0.23 mmol), EDCI (44 mg, 0.23 mmol), Et 3 N (88 
|iL, 0.63 mmol) and CH 3 NH 2 'HC1 (16 mg, 0.23 mmol) in CH 2 C1 2 (1.0 mL) was stirred at 25 °C for 13 h. 
13 The mixture was diluted with ethyl acetate. The organic solution was washed with H 2 0 and sat NaCl 
J5 solution then dried over MgS0 4 . Concentration and chromatography afforded the amide(107 mg, 97%) 
01 as colorless gum: R f 0.32 (10:20, hexane-ethyl acetate); 'H NMR (CDC1 3 , 300 MHz) 5 7.64 (d, 2H, J = 
!1 6.9 Hz), 7.42 (d, 2H, J - 7.8 Hz), 7.18 (t, 1H, J - 8.7 Hz), 6.36-6.91 (m, 7H), 6.26 (q, 1H, J = 6.9 Hz), 
* 4.13 (m, 1H), 4.05 (m, 1H), 2.78 (m, 4H), 2.57 (m, 1H), 2.23 (m, 2H), 1.55 (br s, 3H); LCMS m/z 524 
Jri (M+H*, C 25 H 25 C1F 2 N 2 0 4 S requires 522.99). 

€D EXAMPLE 379 

4-[2-(l-{[(4-chlorophenyl)sulfonyI]-2 ? 5-difluoroanilino}ethyl)phenoxy]-N- 
methoxybutanamide 

A mixture of 4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino} ethyl) phenoxy] butanoic 
acid (107 mg, 0.21 mmol), HOBT (31 mg, 0.23 mmol), EDCI (44 mg, 0.23 mmol), Et 3 N (88 |iL, 0.63 

25 mmol) and CH 3 ONH 2 HCl (19 mg, 0.23 mmol) in CH 2 C1 2 (1.0 mL) was stirred at 25 °C for 13 h. The 
reaction mixture was diluted with ethyl acetate. The organic solution was washed with H 2 0 and sat. 
NaCl solution then dried over MgS0 4 . Concentration and chromatography afforded the compound (94 
mg, 83%) as colorless gum: R f 0.20 (10:10, hexane-ethyl acetate); *H NMR (CDC1 3 , 300 MHz) 5 9.50 
(br s, 1H), 7.64 (br s, 2H), 7.43 (br s, 2H), 7.16 (m, 1H), 6.34-6.87 (m, 6H), 6.27 (q, 1H, J = 6.9 Hz), 

30 4.14 (m, 1H), 4.06 (m, 1H), 3.74 (s, 3H), 2.72 (m, 1H), 2.51 (m, 1H), 2.26 (m, 2H), 1.54 (br s, 3H); 
LCMS 2.95, m/z 562 (M+Na + , C 2 5H 25 C1F 2 N 2 0 5 S requires 538.99). 



EXAMPLE 380 

Numerous compounds according to the invention can be prepared employing the general 
synthetic scheme set forth in SCHEME 380. 
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A suspension of 2-hydroxyphenone (10 mL, 83 mmol), ethyl iodoacetate (25.0 g, 117 mrnol) 
and K2CO3 (12.6 g, 91 mmol) in acetone was refluxed at 60 °C for 28 h. The reaction mixture was then 
diluted with ether. The ether solution was washed with 1 N NaOH solution, H 2 0 and sat. NaCI aqueous 
solution, then dried over MgS0 4 . Concentration and chromatography afforded compound 9 (8.76 g, 
47%) as white solid: R f 0.19 (10:2, hexane-ethyl acetate); *H NMR (CDC1 3 , 300 MHz) 5 7.76 (m, 1H), 
7.42 (m, 1H), 7.04 (m, 1H), 6.82 (m, 1H), 4.70 (m, 2H), 4.28 (q, 2H, J = 4.2 Hz), 2.72 (s, 3H), 1.31 (t, 
3H, J = 7.2 Hz). 

Compound 9 in the reaction scheme above (4.6 g, 21 mmol) was treated with excess of NaBH 4 
in methanol (40 mL) solution in the presence of Ce0 3 '7H 2 0 (155 mg, 0.40 mmol) at 25 °C for 10 min. 
The reaction was then quenched with 5% HC1 solution. The aqueous phase was extracted with ethyl 
acetate. The combined organic phase was washed with H 2 0 and sat. NaCI aqueous solution, then dried 
over MgS0 4 . 

The residue was dissolved in a solution of THF-methanol-H 2 0 (3:1:1, 20 mL) and treated with 
LiOHH 2 0 (1.0 g, 25 mmol) at 25 °C for 3 h. The reaction mixture was then acidified and extracted 
with ethyl acetate. The combined organic phase was dried over MgS0 4 . Concentration and 
chromatography afforded compound 10 (3.3 g, 82%) as white solid: Rf 0.34 (10:1, CH 2 Cl 2 -methanol); 
! H NMR (CD 3 OD, 300 MHz) 5 7.52 (dd, 1H, J - 7.6 Hz, J = 1.4 Hz), 7.28 (td, 1H, J = 7.8 Hz, J - 1.5 
Hz), 7.06 (t, 1H, J - 7.5 Hz), 6.92 (d, 1H, J = 8.1 Hz), 5.33 (q, 1H, J - 6.6 Hz), 5.03 (br s, 2H), 4.79 (s, 
2H), 1.51 (d, 3H,J = 7.2 Hz). 

A mixture of hydroxy acid 10 (980 mg, 5.0 mmol), HOBT (743 mg, 5.5 mmol), EDCI (1.05 g, 
5.5 mmol), NaHC0 3 (1.26 g, 15.0 mmol) and CH 3 NH 2 HC1 (371 mg, 5.5 mmol) in DMF (10 mL) was 
stirred at 25 °C for 23 h. The reaction mixture was diluted with ethyl acetate. The organic solution 
was washed with H 2 0 and sat. NaCI solution then dried over MgS0 4 . Concentration afforded alcohol 
11 (664 mg, 64%) as colorless syrup: R f 0.21 (10:0.5, CH 2 Cl 2 -methanol); *H NMR (CD 3 OD, 300 MHz) 
5 7.50 (dd, 1H, J - 7.6 Hz, J = L6 Hz), 7.27 (m, 1H), 7.05 (t, 1H, J = 7.5 Hz), 6.90 (d, 1H, J = 8.1 Hz), - 
5.34 (q, 1H, J ~ 7.2 Hz), 5.01 (br s, 2H), 4.57 (d, 2H, J = 3.0 Hz), 2.85 (s, 3H), 1.54 (d, 3H, J = 7.0 Hz). 

example; 3 8i 

[2-(l-{ [ (4-chloro phenyI)sulfonyl]-2,5-difluoroanilino } ethyI)phenoxy] -N-methylacetamide 

DEAD (352 pL, 2-2 mmol) was added dropwise to a solution of alcohol 11 (312 mg, 1.5 
mmol), Triphenylphosphine (586 mg, 2.2 mmol) and sulfonamide 3 (452 mg, 1.5 mmol) in THF (6 mL) 
at 25 °C under Ar. The mixture was stirred at 25 °C for 22 h, then concentrated in vacuo. Small amount 
of crude product was purified by HPLC to afford the compound (34 mg) as white foam: Rf 0,35 (10:10, 
hexane-ethyl acetate); l H NMR (CDCI3, 300 MHz) 5 7.95 (m, 1H), 7.68 (br s, 2H), 7.44 (br s, 2H), 7.26 
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(br s, 1H), 6.24-6.95 (m, 6H), 6.32 (q, 1H, J = 7.2 Hz), 4.69 (m, 1H), 4.52 (m, 1H), 2.95 (s, 3H), 1.50 
(d, 3H, J = 7.2 Hz); LCMS 3.46 min, m/z 517.1 (M+Na\ C 23 H 2I C1F 2 N 2 0 4 S requires 494.94). 

A mixture of hydroxy acid 10 (980 mg, 5.0 mmol), HOBT (743 mg, 5.5 mmol), EDCI (1.05 g, 
5 5.5 mmol), NaHCOs (1.26 g, 15 mmol) and CH 3 ONH 2 HC! (459 mg, 5.5 mmol) in DMF (20 mL) was 
stirred at 25 °C for 23 h. The reaction mixture was diluted with ethyl acetate. The organic solution was 
* washed with H 2 0 and sat. NaCl solution then dried over MgS0 4 . Concentration afforded the desired 
f product (340 mg, 30%) as colorless syrup: R f 0.19 (10:0.5, CH 2 Cl 2 -methanol); l H NMR (CDC1 3} 300 
J. MHz) 5 7.44 (d, 1H, J = 7.8 Hz), 7.24 (t, 1H, J = 7.2 Hz), 7.00 (t, 1H, J = 7.4 Hz), 6.88 (d, 1H, J = 8.1 
10 Hz), 5.23 (m, 1H), 4.90 (s, 2H), 4.57 (d, 2H, J = 2.7 Hz), 3.70 (s, 3H), 1.48 (d, 3H, J = 6.6 Hz). 

EXAMPLE 382 

[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniUno}ethyl)phenoxy]-N-methoxyacetamide 

r , DEAD (357 jllL, 2.3 mmol) was added dropwise to a solution of alcohol 12 (340 mg, 1.5 

mmol), Triphenylphosphine (595 mg, 2.3 mmol) and sulfonamide 3 (458 mg, 1.5 mmol) in THF (6 mL) 
If ] at 25 °C under Ar. The mixture was stirred at 25 °C for 22 h, then concentrated in vacuo. Crude product 
% was purified by HPLC to afford the desired product (144 mg) as white foam: R f 0.38 (10:10, hexane- 
ethyl acetate); ! H NMR (CDC1 3 , 300 MHz) 8 10.81 (m, 1H), 7.72 (m, 2H), 7.47 (m, 2H), 7,27 (m, 1H), 
J 4 6.24-6.97 (m, 7H), 4.80 (m, 1H), 4.60 (m, 1H), 3.88 (s, 3H), 1.48 (d, 3H, J - 6.9 Hz); LCMS 3.19 min, 
O m/z 533 (M+Na + , C 23 H 2I C1F 2 N 2 0 5 S requires 510.94). 



EXAMPLE 383 

Numerous compounds according to the present invention can be prepared employing the 
general scheme set forth in SCHEME 383. 
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EXAMPT.F, 384 




R f = 0.25 (3:1 hexanes:ethyl acetate), ] H NMR (300 MHz, CDC1 3 ) & 7.46-721 (m, 4H), 6.51- 
6.40 (dd, 1H), 5.52 (dq, 1H), 2.93-2.89 (m, 1H), 1.60-1.33 (dd, 3H). 

EXAMPT.F, 385 

O-H 

R f = 0.23 (2:1 hexanesrethyl acetate), l H NMR (300 MHz, CDC1 3 ) & 7.66-7.16 (m, 4H), 5.16 
(q, 1H), 4.87-4.60 (dd, 2H), 3.13 (b, 2H), 1.59 (d, 3H). 

EXAMPT.F 386 

V- 

H'° 

R f = 0.25 (15:1 hexanesxthyl acetate), 3 H NMR (300 MHz, CDC1 3 ) 8: 7.43-7.14 (m, 4H), 5.06 
(m, 1H), 4.86-4.56 (dd, 2H), 3.07 (s, 3.07), 1.48 (d, 3H), 0.85 (s, 9H), 0.00 (m, 6H). 

EXAMPT.F, 387 

Y- 

R f = 0.30 (20:1 hexanes:ethyl acetate), *H NMR (300 MHz, CDC1 3 ) & 7.64-6.22 (m, 1 1H), 5.87 
(q, 1H), 5.10 (m, 1H), 4.84 (m, 1H), 1.50 (m, 3H), 0.97 (s, 9H), 0.10 (d, 6H). 
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EXAMPLE 388 



O-H 




R f - 0.25 (3:1 hexanes:ethyl acetate), l H NMR (300 MHz, CDC1 3 ) & 7.63-7.72 (m, 11H), 6.02 
5 (b, 1H), 5.01-4.85 (m, 2H), 2.53-2.16 (bb, 1H), 1.49 -138 (m, 3H). 



EXAMPLE 389 

o 

II 




¥ R f = 0.25 (3:1 hexanes.ethyl acetate), ! H NMR (300 MHz, CDC1 3 ) 8: 1.69-6.15 (m, 1 1H), 5.89 

m (m, 2H), 5.42-5.30 (m, 1H), 3.09 (s, 3H), 1.51-1.39 (m, 3H). 

|f EXAMPLE 390 

4-chloro-N-(2,5-difluorophenyl)-N-{2-(lH-tetraazoI-l-ylmethyl)benzyl]benzenesulfonamide 




R f = 0.48 (1:1; ethyl acetate:hexanes). 'H NMR (CDC1 3 ) 5 (ppm): 8.96 (s, 1H), 7.76-7.74 (d, 
2H), 7.60-7.58 (d, 2H), 7.35-7.09 (m, 3H0, 6.99-6.90 (m, 3H), 6.75-6.69 (m, 1H), 5.93 (s, 2H), 4.82 (s, 
15 2H). LC-MS calculated for C21H16CIF2N5O2S 476; Observed: 476. 



EXAMPLE 391 

4-chloro-N-(2,5-difluorophenyl)-N-[2-(2H-tetraazoI-2-ylmethyl)benzyl]benzenesulfonamide 



R f = 0.50 (2:1; hexanes: ethyl acetate), (ppm): 8.515 (s, 1H), 7.76-7.72 (m, 2H), 7.54 -7.51 
20 (m, 2H), 7,23-6.69 (m, 7H), 6.08 (s,2H0, 4.93 (s, 2H). LC-MS calculated for C21H16C1F2N502S: 476; 
Observed: 476. 
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EXAMPLE 392 

4-chloro-N-(2,5-difluorophenyI)^ 

*ccK>- 

Mp = 147-148 (ethyl acetate/hexanes). R f = 0.28 (19:1; DCM:methanol). 'H NMR 5 (ppm): 
8.26 (s, 1H), 8.08 (s, 1H), 7.71-7.68 (m, 2H), 7.54-7.51 (m, 2H), 7.25-6.71 (m, 7H), 5.60 9s, 2H0, 4.80 
(s, 2H). LC-MS calculated for QaHnClFjN^S: 475. Observed: 475. 

EXAMPLE 393 

4-chloro-N-(2,5-difluorophenyl)-N-[2-(lH-imidazol-l-ylmethyI)ben2yl]benzenesulfonamide 

Mp = 166-167 (DCM/hexanes), R f = 0.31 (19:1; DCM:methanol). *H NMR 5 (ppm): 7.65- 
7.50 (m, 5H), 7.33-7.07 (m, 3H), 6.99-6.87 (m, 4H), 6.72-6.71 (m, 1H) ? 5.40 (s, 2H), 4.69 (s, 2H). LC- 
MS calculated for C 2 3H 18 C1F 2 N 3 0 2 S: 474. Observed 474. 

EXAMPLE 394 
4-chIoro-N-(2,5-difiuorophenyI)-N-{(lR)-l-[2-(lH-imidazoI-l- 
ylmethyl)phenyl] ethyl}benzenesulfonamide hydrochloride 

Q 

R f = 0.50 (10:1; DCMrmethanol). 'H NMR (CD 3 OD) 8 (ppm): 1.11-1.15 (m, 2H), 7.63-7.52 (m, 
3H), 7.30-6.80 (8.5H), 6.55 (m, 0.5H), 5.88-5.81 (m, 2H), 5.49-5 .34(m, 1H), 1.46-1.26 (m, 3H). LC- 
MS calculated for C^HzoCIFiNjOzS : 487. Observed 488 (MH+). 
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EXAMPLE 395 

4-chloro-N-(2,5-dittuorophenyl)-N-{(lR)-l-[2-(lH-l,2,4-triazol-l- 
yImethyl)phenyl]ethyl}benzenesulfonamide 




R f = 0.25 (97:3; DCM;methanol). ] H NMR (CD 3 OD) 5 (ppm): 8.26 (s, 1H), 8.00 (s, 1H), 7.70- 
6.41 (m, 13H), 6.09-5.91 (m, 2H), 5.44 (d, 1H), 1.42-1.25 (dd 3H). LC-MS calculated for 
C23H19C1F2N402S : 488. Observed 489 (MH+). 



EXAMPLE 396 



N 




R f = 0.34 (6:1; hexanes:ethyl acetate). ! H NMR (CDC1 3 ) 8 (ppm): 8.53 (s, 1H), 7.74-6.59 (m, 
13H), 6.29-6.22 (m, 1H), 5.84 (d, 1H), 1.42-1.25 (dd, 3H). LC-MS calculated for C 22 H 18 C1F 2 N S 0 2 S : 
489. Observed 490 (MH+). 



N-N 

N 




R f = 0.25 (2:l;hexanes:ethyl acetate). l H NMR (CDC1 3 ) 5 (ppm):8.34 (s, 1H), 7.72-7.69 (m, 
2H), 7.53-6.35 (m, 10H), 6.37 (d, 1H), 5.91 (q, 1H), 5.74 (d, 1H), 1.40-1.24 (dd, 3H). ). LC-MS 
calculated for C22H18CIF2N5O2S : 489. Observed 490 (MH+). 
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EXAMPLE 398 

0 

<■> R f = 0.50 (10:1 DCM:methanol). 'H NMR (CDC1 3 ) 8 (ppm): 7.66-6.82 (m, 1 1H), 6.14 (br, 1H), 

,5 3.30-3.14 (m, 6H), 1.83-1.48 (m, 9H). LC-MS calculated for C 26 H 27 C1F 2 N 2 0 2 S : 504. Observed 505 
(MH+). 

EXAMPLE 399 




O R f = 0.25 (3:1 hexanestethyl acetate), 'H NMR (300 MHz, CDC1 3 ) S: 7.18-7.06 (m, 3H), 6.37 

Jit) (d, 1H), 5.23 (q, 1H), 3.01 (d, 1H), 1.58 (t, 3H). 

%i EXAMPLE 400 



O-H 




o 

H 



R f = 0.23 (2:1 hexanes:ethyl acetate), *H NMR (300 MHz, CDC1 3 ) 5: 1A6-1AX (m, 1H), 7.08- 
6.98 (m, 2H), 5.10 (q, 1H), 4.80-4.59 (dd, 2H), 3.08 (s, 1H), 3.93 (s, 1H), 1.53 (d, 3H). 

15 EXAMPLE 401 

S- 

o 

H 

R f = 0.25 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) & 7.37-7.31 (m, 1H), 6.99- 
6.82 (m, 2H), 4.97 (q, 1H), 4.79-4.52 (dd, 2H), 2.76 (b, 1H), 1.39 (d, 3H), 0.79 (s, 9H), 0.00 (d, 6H). 
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EXAMPLE 402 

R f = 0.30 (20:1 hexanesrethyl acetate), ! H NMR (300 MHz, CDC1 3 ) & 7.63-6.16 (m, 10H), 5.58 
(q, 1H), 4.79 (m, 2H), 1.36 (m, 3H), 0.79 (s, 9H), -0.06 (d, 6H). 



EXAMPLE 403 




R f = 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) & 7.66-7.27 (m, 4H), 7.03- 
6.47 (m, 6H), 5.94 (d, 1H), 4.94 (m, 2H), 2.56-2.26 (bb, 1H), 1.50-1.40 (m, 3H). 

EXAMPLE 404 

Br 

R f = 0.30 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) & 7.72-7 '.41 (m, 4H), 7.10- 
6.42 (m, 6H), 5.93 (m, 1H), 5.29-5.10 (m, 1H), 4.47-4.39 (m, 1H), 1.48-1.23 (m, 3H). 

EXAMPLE 405 

o o 

R f =0.19 (3:1; hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.66-7.74 (m, 2H), 7.56-7.40 
(m, 2H), 7.06-6.37 (m, 6H), 6.44-6.37 (m, 1H), 4.49 (d overlaps d, 1H), 3,52 (d, 1H), 3.18-3.03 (m, 
8H), 1.44 (d, 3H). LC-MS calculated for C 2 5H 24 C1F 3 N 2 0 4 S 2 : 572. Observed 572. 
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EXAMPLE 406 




OH 



A solution of n-BuLi in THF (2.5 M, 17.6 mL, 44 mmol) was added dropwise within 30 min to 
a solution of (s)-(-)-2-bromo-a-methylbenzyl alcohol (3.9 g, 19.4 mmol) in THF at -78 °C under Ar. 
After having been stirred for 40 min, the generated suspension was warmed to 0 °C, and ethylene oxide 
(5 mL, 100 mmol) was added. The mixture was stirred at 0 °C for 1 h. The reaction was quenched with 
1 N HC1 aqueous solution. The aqueous phase was extracted with ethyl acetate. The combined organic 
solution was washed with water and sat. NaCl solution, then dried over Na 2 S0 4 . Concentration and 
flush column chromatography afforded the diol (1.4 g, 44%) as colorless liquid: R f 0.16 (10:10, 
hexanes:ethyl acetate); *H NMR (CDCU, 300 MHz) 5 7.50 (m, 1H), 7.25 (m, 2H), 7.17 (m, 1H), 5.13 
(q, 1H, J = 6,6 Hz), 3.90 (m, 1H), 3.76 (m, 1H), 3.00 (m, 1H), 2.86 (m, 1H), 2.94 (br s, 1H), 1.52 (d, 
3H, J - 6.6 Hz). 

EXAMPLE 407 

OTBS 
OH 

A solution of the diol prepared according to the previous example (890 mg, 5.4 mmol) in 
CH 2 C1 2 (21 mL) was treated with TBSC1 (848 mg, 5.6 mmol) in the presence of imidazole (803 mg, 
11.8 mmol) at 25 °C under Ar for 40 min. The reaction was quenched with H 2 0. The aqueous phase 
was extracted with CH 2 C1 2 . The combined organic phase was dried over Na 2 S0 4 . Concentration 
afforded product (1.5 g, 100%) as colorless liquid: R f 0.21 (10:1, hexanes:ethyl acetate); l H NMR 
(CDC1 3) 300 MHz) & 7.50 (m, 1H), 7.27 (m, 2H), 7.22 (m, 1H), 5.18 (m, q, 1H, J = 6.3 Hz), 3.94 (m, 
1H), 3.87 (m, 1H), 3.28 (m, 1H), 3.01 (m, 2H), 1 .56 (d, 3H, J = 6.3 Hz), 0.85 (s, 9H), 0.00 (s, 6H). 



EXAMPLE 408 




To a solution of the alcohol prepared according to the previous example (4.4 g, 16 mmol) in 
toluene (53 mL) at 25 °C under Ar, were added triphenylphosphine (5.4 g, 20.5 mmol) and sulfonamide 
3 (5.3g, 17.4 mmol). The mixture was cooled to 0 °C, and DEAD (3.0 mL, 19 mmol) was added 
dropwise. After the addition, the mixture was stirred at 25 °C for 36 h. Concentration and 
chromatography afforded product 4 (6.66 g, 75%) as colorless syrup: Rf 0.39 (10:1, hexanes:ethyl 
acetate); l H NMR (CDC1 3 , 300 MHz) & 1.62 (m, 2H), 7.38 (m, 2H), 7.16 (m, 2H), 6.29-7.07 (m, 5H), 
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5.94 (m, 1H), 3.86 (m, 2H), 3.26 (m, 1H), 2.79 (m, 1H), 1.53 (m, 3H), 0.88 (s, 9H), 0.02 (s, 3H), 0.00 
(s, 3H). 



EXAMPLE 409 

-OH 




^,5 A solution of product prepared according to the previous example (6.6 g, 1 1.7 mmol) in THF 

(55 mL) was treated with TBAF solution (1.0 M in THF, 12 mL, 12.2 mmol) at 25 °C under Ar for 40 
min .The reaction was quenched with H 2 0. The aqueous phase was extracted with ethyl acetate and the 
combined organic solution was washed with sat. NaCl aqueous solution, then dried over MgS0 4 . 
Concentration and chromatography afforded 4-chloro-N-(2 ) 5-difluorophenyl)-N- {( 1R)- 1 -[2-(2- 
10 hydroxyethyl)phenyl]ethyl}benzenesulfonamide(4.8 g, 92%) as colorless gum: R f 0.28 (10:4, 
S hexanesrethyl acetate); *H NMR (CDC1 3} 300 MHz) SI. 62 (m, 2H), 7.43 (m, 2H) } 7.19 (m, 2H), 6.40- 
U 7.00 (m, 5H), 5.99 (m, 1H), 3.95 (t, 2H, J = 6.6 Hz), 3.34 (m, 1H), 3.00 (m, 1H), 1.92 (s, 1H), 1.48 (m, 
O 3H); LCMS 3.36 min, m/z 469.0 (M+H + +H 2 O t C 22 H 2 oClF 2 N0 3 S requires 45 1 .91). 

EXAMPLE 410 

^CMs 



35 




A solution of 4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-[2-(2-hydroxyethyl) phenyl]ethyl}- 
benzenesulfonamide (422 mg, 0.94 mmol) in triethylamine (5.0 mL) was treated with MsCl (109 jaL, 
1.4 mmol) at 0 °C under Ar for 3 h. The reaction mixture was diluted with ethyl acetate. The organic 
solution was washed with H 2 0 and sat. NaCl aqueous solution, then dried over MgS0 4 . Concentration 
20 in vacuo afforded the mesylate (450 mg, 91%) as light yellow syrup: R f 0.25 (10:4, hexanes:ethyl 
acetate). 



A solution of 4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-[2-(2-hydroxyethyl) phenyl]ethyl}- 
benzenesulfonamide (422 mg, 0.94 mmol) in triethylamine (5.0 mL) was treated with MsCl (109 jxL, 
25 1 .4 mmol) at 0 °C under Ar for 3 h. The reaction mixture was diluted with ethyl acetate. The organic 
solution was washed with H 2 0 and sat. NaCl aqueous solution, then dried over MgS0 4 . Concentration 
in vacuo afforded mesylate (450 mg, 91%) as light yellow syrup: R f 0.25 (10:4, hexanes:ethyl acetate). 
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EXAMPLE 41 1 




Imidazole (82 mg, 1.2 mmol) was added slowly to a suspension of NaH (60%, 58 mg, 1.4 
mmol) in DMF (2.0 mL) at 25 °C under Ar. After having been stirred at 25 °C for 20 min, the generated 
solution was added to a solution of mesylate 5 (420 mg, 0.80 mmol) in THF (6.0 mL). The mixture was 
stirred at 25 °C overnight. The reaction was quenched with H 2 0 and the aqueous phase was extracted 
with ethyl acetate. The dried organic solution was concentrated in vacuo. Chromatography afforded 4- 
chloro-N-(2 ? 5-difluorophenyI)-N-(( 1 R)- 1 - {2-[2-( 1 H-imidazoi- 1 -yl)ethyl]pheny 1 } ethyl)benzene- 
sulfonamide hydrochloride as colorless syrup (21 1 mg, 53%) as colorless gum: R f 0.31 (10:0.5 CH 2 C1 2 - 
methanol); 'H NMR (CDC1 3 , 300 MHz) 8 7.40-7.66 (m, 5H), 6.22-7.30 (m, 9H), 5.62 (m, 1H), 4.42 (m, 
1H), 4.18 (m, 1H), 3.61 (m, 1H), 3.22 (m, 1H), 1.34 (d, 3H, J - 6.3Hz); LCMS calculated for 
C 25 H 22 C1F 2 N 3 0 2 S 502. Observed: 502. 

EXAMPLE 412 

4-chloro-N-(2,5-dinuorophenyl)-N-((lR)-l-{2-l2-(lH-imidazol-l- 
yl)ethy!]phenyl}ethyI)benzenesulfonamide hydrochloride 

A solution of HC1 in Et 2 0 (1.0 M, 398 pL, 0.40 mmol) was added dropwise to a solution of 4- 
chloro-N-(2,5-difluorophenyl)-N^(^ 

benzenesulfonamide hydrochloride (100 mg, 0.20 rnmol) in CH 2 C1 2 (2.0 mL) at 25 °C under Ar. After 
having been stirred for 30 min, the solvents were removed in vacuo. The residue was purified by 
chromatography to afforded 4-chloro-N-(2 5 5-difluorophenyl)-N-((lR)-l-{2-[2-(lH-imidazoM- 
yl)ethyl]phenyl}ethyI)benzenesulfonamide hydrochloride (99 mg, 92%) as white solid, m.p. 205.0- 
206.0 °C; R f 0.32 (10:0.5, CH 2 Cl 2 -methanol); l R NMR (CD 3 OD, 300 MHz) 8 9.22 (s, 1H), 7.76-8.07 
(m 5 6H), 6.57-7.52 (m, 7H), 6.23 (m, 1H), 4.93 (m, 2H), 3.91 (m, 1H), 3.78 (m, 1H), 1.69 (d, 3H, J = 
6.9 Hz); LCMS 3.04 min, m/z 502.05 (M+lT-HCl, C 25 H 22 C1F 2 N 3 0 2 S HC1 requires 501.9836.46). 
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EXAMPLE 413 

4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[2-(lH-l,2,4-triazoI-l-yI)ethyl]phenyl} ethyl) 

benzenesulfonamide 

1, 2, 4-Triazole (101 mg, 1.5 xntnol) was treated with NaH (60%, 70 mg, 1.8 mmol) in THF 
(7.0 mL) and DMF (0.5 mL) at 25 °C under Ar for 30 min. The generated suspension was added slowly 
to a solution of mesylate 5 (0.97 mmol) in THF (3.0 mL) and the mixture was stirred for 48 h. The 
reaction was quenched with H 2 0 and the aqueous phase was extracted with ethyl acetate. The dried 
r 10 organic solution was concentrated and chromatography afforded 4-chloro-N-(2,5-difluorophenyl)-N- 
d ((lR)-l-{2-[2-(lH-l ? 2,4-triazol-l-yl)ethyl]phenyl} ethyl) benzenesulfonamide (260 mg, 53%) as white 
rfi crystal: m.p. 116-118 °C; R f 0.28 (10:10, hexanesiethyl acetate); 3 H NMR (CDC1 3 , 300 MHz) 8 8.01 (br 
O s, 2H), 7.39-73 (m, 4H), 6.32-7.11 (m, 7H), 5.83 (m, 1H), 4.65 (m, 1H), 4.89 (m, 1H), 3.29-3.68 (m, 
pi 2H), 1.35 (m, 3H); LCMS 3.43 min, m/z 503.05 (M+H\ C 2 4H 21 C1F 2 N 4 0 2 S requires 502.96). 

^5 EXAMPLE 41 4 

m 4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[2-(2-methyl-lH-imidazol-l- 
¥/_ yl)etfayI]phenyI}ethyl)benzenesuIfonamide hydrochloride 

2-Methylimidazole (77 mg, 0.94 mmol) was treated with NaH (60%, 27 mg, 1.1 mmol) in 
20 DMF (1 .0 mL) at 25 °C under Ar for 30 min. The generated solution was added slowly to a solution of 
mesylate 5 (250 mg, 0.47 mmol) in THF and the mixture was stirred at 25 °C for 26 h. The reaction 
was quenched with H 2 0 and the aqueous phase was extracted with ethyl acetate. The dried organic 
solution was concentrated in vacuo. Chromatography afforded the desired product (39 mg, 16%) as a 
colorless gum: R f 0.28 (10:0.5, CH 2 Cl 2 -methanol); *H NMR (CDC1 3 , 300 MHz) 5 7.60 (m, 2H), 7.42 
25 (m, 2H), 7.15 (m, 2H), 6.20-6.98 (m, &H), 5.52 (m, 1H), 4.30 (m, 1H), 4.06 (m, 1H), 3.69 (m, 1H), 
3.12 (m, 1H), 2.10 (m, 3H), 1.27 (m, 3H); LCMS 3.07 min, m/z 516.10 (M+H\ C 26 H 24 C1F 2 N30 2 S 
requires 516.00). 

4-cMoro-N-(2,5-difluorophenyl)-N-((lR)-l-{2.[2-(2-methyl-lH.imidazol-l- 
yl)ethyl]phenyl}ethyl)benzenesulfonamide (39 mg, 0.075 mmol) was dissolved in CH 2 C1 2 (2.0 mL) and 
30 treated with HC1 - Et 2 Q solution (1 .0 M, 83 pL) at 25 °C for 15 min. Solvents were removed in vacuo 
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and chromatography afforded 4-chloro-N-(2 ? 5-difluorophenyl)-N-(( 1 R)- 1 - {2-[2-(2-methyI- 1 H- 
imidazol-l-yl)ethyl]phenyl}ethyl)benzenesulfonamide hydrochloride (26 mg, 61%) as white solid: m,p. 
190.5-192.0 °C; R f 0.38 (10:1, CH 2 Cl 2 -methanol); 'H NMR (CD 3 OD, 300 MHz) 5 7.39-7.67 (m, 5H), 
7.29 (m, 1H), 6.18-7.12 (m, 7H), 5.67 (q, 1H, J = 6.9 Hz), 4.44 (m, 1H), 4.35 (m, 1H), 3.59 (m, 1H), 
5 3.25 (m, 1H), 2.27 (m, 3H), 1.31 (d, 3H, J = 6.6 Hz); LCMS 3.07 min, m/z 516.05 (M+H + -HC1, 
C 2 6H 2 4C1F 2 N30 2 S HC1 requires 516.00). 

The following compounds were prepared using the preparative schemes described in the 
previous Examples. 

EXAMPLE 415 

10 4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[2-(lH-tetraazol-l- 

yl)ethyl]phenyi}ethyl)benzenesulfonamide 

Rf 0.16 (10:5, hexanes:ethyl acetate); 'H NMR (CDC1 3 , 300 MHz) 5 8.75 (s, 1H), 7.42-7.74 (m, 
4H), 6.30-7.20 (m, 7H), 5.94 (m, 1H), 4.98 (m, 1H), 4.75 (m, 1H), 3.56 (m, 2H), 1.40 (d, 3H, J = 6.9 
85 Hz); LCMS 3.56 min, m/z 504.05 (M+H\ QsH^ClFzNjC^S requires 503.95). 

£ EXAMPLE 41 6 

4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[2-(2H-tetraazoI-2- 
yl)ethyl]phenyl}ethyl)benzenesulfonamide 

20 Rf 0.40 (10:4, hexanes:ethyl acetate); 'H NMR (CDC1 3 , 300 MHz) 6 8.55 (s, 1 H), 7.63 (m, 

2H), 7.41 (m, 2H), 6.45-7.14 (m, 7H), 5.88 (m, 1H), 5.01 (m, 2H), 3.80 (m, 1H), 3.52 (m, 1H), 1.45 (m, 
3H); LCMS 4.37 min, m/z 526.05 (M+Na + , C^oClF^OzS requires 503.95). 
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E XAMPLE 417 

\ 

^ _ ^ Si — 

R f = 0.25 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) 5: 7.45-6.61 (m, 1 1H), 5.78 
(q, 1H), 3.65-3.52 (m, 2H), 3.00 (m, 1H), 2.66-2.55 (m, 1H), 1.79-1.59 (m, 2H), 1.43-1.30 (m, 3H), 
0.84 (d, 9H), 0.01 (d, 6H). 

EXAMPLE 41 8 

R f = 0.23 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) 5: 7.66-7.60 (m, 2H), 7.42- 
7.40 (m, 2H), 7.19-6.59 (m, 7H), 5.94 (q, 1H), 3.83-3.76 (m, 2H), 3.21-3.11 (m, 1H), 2.87-2.77 (m, 
1H), 2.01-1.88 (m, 2H), 1.72 (t, 1H), 1.53 (m, 3H). 

EXAMPLE 419 

R f = 0.30 (3:1 hexanes:ethyl acetate), *H NMR (300 MHz, CDC1 3 ) 5: 7.65 (m, 2H), 7.42 (m, 
2H), 7.18-6.29 (m, 7H), 6.93 (m, 1H), 4.36 (m, 2H), 3.24 (m, 1H), 3.10 (s, 3H), 2.87 (m, 1H), 2.14 (m, 
2H), 1.53 (m, 3H). 

EXAMPLE 420 

4-chloro-N-(2,5-difiuorophenyl)-N-{2-[3-(l-piperidinyl)propyl]benzyl}beiizenesulfonamide 




R f = 0.25 (9:l;DCM:methanol). 'H NMR (CD 3 OD)8(ppm):7.75-7.62 (m, 4H), 7.19-6.89 (m, 
7H), 4.76 (s, overlaps HOD, 2H), 2.95-2.85 (m, 8H), 2.11-1.95 (m, 2H), 1.81-1.75 (m, 4H), 1.65-1.55 
(m, 2H). LC-MS calculated for C 27 H 30 ClF 2 N 2 O 2 S : 519. Observed 519 (M+). 
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E XAMPLE 421 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR>l-{2-[3-(lH4midazoI-l- 
yl)propyl] phenyl} ethyl)benzenesulfonamide hydrochloride 

R f = 0.34 (19:l;DCM:methanol). ! H NMR (CD 3 OD) 5 (ppm):7.74 (s, 1H), 7.70-7.57 (m, 4H), 
7.24 (s, 1H), 7.22-6.61 (m, 8.5H), 6.3 (br m, 0.5H), 5.87 (q, 1H), 4.19 (t, 2H), 3.02-2.81 (m, 2H), 2.21- 
2.1 1 (m, 2H), 1.51-1.49 (m, 3H). LC-MS calculated for C 26 H 24 C1F 2 N 3 0 2 S : 516. Observed 516 (M+). 

EXAMPLE 422 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(lH-l,2,4-triazoH- 
yl)propyI]phenyl}ethyl)benzenesulfonamide 

arc- 

R f = 0.29 (19:l;DCM:methanol). 'H NMR (CDCI 3 ) 6 (ppm): 8.19 (s, 1H), 8.00 9s, 1H), 7.67- 
6.30 (m, 11H), 5.92 (q, 1H), 4.36 (t, 2H), 3.17-3.07 (m, 1H), 2.91-2.82(m, 1H), 2.38-2.22(m, 2H), 1.49 
(br, 3H). LC-MS calculated for C 25 H 23 CIF 2 N 4 0 2 S : 517. Observed 517 (M+). 

EXAMPLE 423 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(2H-tetraazol-2- 
yI)propyl]phenyl}ethyl)benzenesulfonamide 

R f = 0.50 (3:1 hexanes:ethyl acetate). 'H NMR (CDCI 3 ) 5 (ppm): 8.81 (Ss, 1H), 7.69-6.24 (m, 
11), 5.93 (q, 1H), 4.65 (t, 2H), 3.15-2.85 (m, 2H), 2.55-2.25 (m, 2H), 1.3 l(d, 3H). LC-MS calculated 
for CmH^CIF^jO^ : 518. Observed 215 (M+- 303). 
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EXAMPLE 424 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(lH-tetraazo!-l- 
yl)propyl]phenyI}ethyl)benzenesuIfonamide 




R f = 0.20 (2:1 hexanesxthyl acetate). ! H NMR (CDC1 3 ) 5 (ppm): 9.23 (s, 1H), 7.70-6.27 (m, 
1 1H), 5.92 (q, 1H), 4.65 (t, 2H), 3.20-2.90 (m, 2H), 2.54-2.33 (m, 2H), 1 .46 (d, 3H). LC-MS calculated 
for C 2 4H 22 C1F 2 N 5 0 2 S : 5 1 8. Observed 5 1 8 (M+). 

EXAMPLE 425 

40 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-((lR)-l-{2-[3-(lH-iniidazol-l- 

yl)propyl]phenyl}ethyl)benzenesulfonamide 




o 

OH 



I Rf = 0.29 (19: 1 DCM:methanol). l U NMR (CDCI 3 ) 5 (ppm):7.74-(6.57 (m, 1 3H0, 6.28-6.19 (m, 

* 1H), 6.01-5.94 (m, 1H), 0004.19-4.03 (m, 2H), 3.86-3.75 (m, 1H), 3.42-3.16 (m, 2H), 2.93-2.83 (m, 
fl5 1H), 2.28-1.98 (m, 4H) S 1.39 (d, 3H). LC-MS calculated for C 2 7H 27 C i2 N 3 03S: 544.5. Observed: 544.5 
J <M+). 

EXAMPLE 426 

4-chIoro-2-[[(4-chIorophenyl)sulfonyI]((lR)-l.{2-[3-(lH-imidazol-l- 
yl)propyl]phenyl}ethyl)aoiino]beiizyl acetate 

oro 



20 , ° 

R f = 0.26 (19:1 DCM:methanol). H NMR (CDC1 3 ) 5 (ppm): 7.68-6.76 (m, 14H), 6.23 (d, 1H), 

5.97 (q, 1H), 4.36 (d, 1H), 4.15 (t, 2H), 3.58 (d, 1H), 3.18-3.09 (m, 1H), 2.97-2.88 (m, 1H), 2.34-2.21 

(m, 2H), 1.89 (s, 3H), 1.43 (d, 3H). 
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EXAMPLE 427 
4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(l- 
piperidinyI)propyI]phenyl}ethyl)benzenesulfonamide hydrochloride 




R f = 0.68 (9:1 DCMrmethanoI). 'H NMR (CD 3 OD) 5 (ppm): 7.57-7.28 (m, 5H), 7.09-6.93 (m, 
3H), 6.68-6.10 (m, 3H), 5.74 9q, 1H), 3.87-2.58 (m, 8H), 0.1.98-1.85 (m, 2H), 1.71-1.61(m, 4H), 1.49- 
1.16 (m, 5H). ). LC-MS calculated for C 28 H 3 iClF2N 2 0 2 S: 533. Observed: 533 (M+). 



EXAMPLE 428 



OH 

A solution of 9-BBN in THF (0.5 M, 91 mL, 45 mmol) was added dropwise to a solution of 
allyloxy-te^butyldimethylsilane (8.7 g, 50 mmol) in THF (25 mL) at 0 °C under Ar. The mixture was 
stirred at 0 °C for 1 h, then at 60 °C for additional 1 h. the solution was then cooled to 25 °C. To the 
generated solution at 25 °C, were added compound 19 (8,85 g, 40 mmol), PdCl 2 (dppf) (990 mg, 1.2 
mmol) and 3 M NaOH aqueous solution (13.5 mL, 40.4 mmol). The mixture was refluxed at 60 °C for 
12 h. The solution was extracted with CH 2 C1 2 and the combined organic solution was washed with sat. 
NRjCl solution and sat. NaCl solution, then dried over MgS0 4 . Chromatography afforded the desired 
product (21) (11.4 g, 90%) as colorless syrup: R f 0.12 (10:1, hexanestethyl acetate); 3 H NMR (CDC1 3 , 
300 MHz) 8 7.41 (m, 1H), 7.69 (m, 2H), 5.09 (m, 1H), 3,58 (m, 2H), 2.66 (m, 2H), 2.11 (s, 1H), 1.73 
(m, 2H), 139 (m, 3H), 0.84 (s, 9H), -0.01 (s, 3H), -0.02 (s, 3H). 



EXAMPLE 429 




R f 0.30 (10:5, hexanes:ethyl acetate); *H NMR (CDC1 3 , 300 MHz) 5 7.65 (m, 2H), 7.42 (d, 2H), 
7.00 (m, 2H), 6.91 (m, 1H), 6.33-6.74 (m, 3H), 5.92 (q, 1H, J = 6.6 Hz), 3.79 (s, 2H), 3.15 (m, 1H), 
2.82 (m, 1H), 2.68 (s, 1H), 1.92 (m, 2H), 1.51 (m, 3H); LCMS 3.55 min, m/z 501.15 (M+H*+H 2 0, 
C23H21CIF3NO3S requires 483.94). 
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EXAMPLE 430 

4-chloro-N-(2,5-difluorophenyI)-N-(l-{4-fluoro-2-[3-(lH-imidazol-l- 
yI)propyI] phenyl}ethyl)benzenesu!fonamide hydrochloride 

R f = 0.44 (10:l;DCM:methanol). 'H NMR (CD 3 OD) 5 (ppm):7.93-6.37 (m, 13H), 5.89 (m, 1H), 
4.16 (t, 2H), 3.10-2.85 (m, 2H), 2.31-2.17 (m, 2H), 1.52-1.50 (m, 3H). LC-MS calculated for 
C 26 H 2 3C1F 3 N30 2 S : 534. Observed 534 (M+). 

EXAMPLE 431 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-l3-(lH-imidazol-l- 
yl)propyl] phenyl}ethyl)benzenesulfonamide hydrochloride 

R f = 0.38 (19:l;DCM:methanol). J H NMR (CDC1 3 ) 6 (ppm): 9.64 (s, 0.4H), 9.56 (s, 0.6H), 
7.71-7.40 (m, 6H), 7.02-6.20 (m, 6H), 5.92 (q, 1H), 4.62-4.47 (m, 2H), 3.15-2.95 (m, 2H), 2.57-2.22 
(m, 2H), 1.41 (d, 3H). LC-MS calculated for C 26 H 23 C1F 3 N 3 0 2 S : 534. Observed 534 (M+). 

EXAMPLE 432 

4-chloro-N-(2,S-difluorophenyl)-N-((lR)-l-{4-flaoro-2-I3-(lH-l,2,4-triazol-l- 
yl)propyl]phenyl}ethyl)benzenesulfonamide 




R f = 0.38 (1:1 hexanes:ethyl acetate). ! H NMR (CDC1 3 ) 8 (ppm): 8.19 (s, 1H), 8.01 (s, 1H), 
7.67-7.45 (m, 4H), 6.70-6.28 (m, 6H), 5.87 (q, 1H), 4.34 (t, 2H), 3.11-2.98 (m, 1H), 2.91-2.80 (m, 1H), 
2.38-2.22(m, 2H), 1.46 (d, 3H). LC-MS calculated for C 25 H 22 C1F 3 N 4 0 2 S : 535. Observed 535 (M+). 
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EXAMPLE 433 

4-chloro-N-(2^-difluorophenyI)-N-((lR)-l-{4-fluoro-2-[3-(2H-tetraazol-2- 
yl)propyl]phenyl}ethyl)benzenesuIfonamide 




R f = 0.33 (3:1 hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 8 (ppm): 8.58 (s, 1H), 7.66-7.32 (m, 
4H0, 7.01-6.31 (m, 6H), 5.84 (q, 1H), 4.83 (dt, 2H), 3.17-3.07 (m, 1H), 2.88-2.78 (m, 1H), 2.43 (p, 2H), 
1.52 (d, 3H). LC-MS calculated for Q^ClFjNsOzS : 536. Observed 233 (MT-303). 

EXAMPLE 434 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-naoro-2-l3-(lH-tetraazol-l- 
yl)propyl]phenyl}ethyl)benzenesuIfonamide 




R f = 0.50 (1:1 hexanes:ethyl acetate). *H NMR (CDC1 3 ) 5 (ppm): 8.79 (s, 1H), 7.69-7.46 
(m,4H0, 7.02-6.23 (m, 6H), 5.92-5.84 (m, 1H), 4.66 (t, 2H), 2.39 (t, 2H), 2.49-2.31 9m, 2H), 1.43 (d, 
3H). ). LC-MS calculated for C 2 4H 2 ,C1F 3 N 5 0 2 S : 536. Observed 233 (M + -303). 

EXAMPLE 435 

R f = 0.42 (19:1 DCM:methanol). ] H NMR (CDC1 3 ) 8 (ppm): 7.62 (m, 2H), 7.47-7.37 (m, 2H), 
7.00-6.50 (m, 6H), 5.90 (q, 1H), 3.08-2.98 (m, 1H), 2.70-2.60 (m, 1H), 2.53-2.38 (m, 6H), 1.92-1.82 
(m, 2H), 1.70-1.63 (m, 4H), 1.51 (d, 3H0, 1.50-1.44 (m, 2H). LC-MS calculated for C 28 H 30 ClF 3 N 2 O 2 S: 
551. Observed 551 (M+). 
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EXAMPLE 436 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4.fiuoro-2-[3.(4-methyl-l- 
piperazinyI)propyl]phenyI}ethyl)benzenesulfonamide 




R f = 0.4 (9:1 DCMimethanol). ] H NMR (CDC1 3 ) 5 (ppm): 7.76-7.51 9m, 2H), 7,42-737 (m, 
2H), 7.02-6.55 (m, 6H), 5.S7 (q, 1H), 3.10-3.00 9m, 1H), 2.67-2.28 (m, 12H), 1.87-1.75 (m, 2H), 1.58- 
1.45 (m, 3H). LC-MS calculated for C 2 8H3iClF 2 N 3 0 2 S: 566, Observed 566 (M+). 

EXAMPLE 437 

4-chioro-N-(2,5-difluorophenyl)^ 

yllpropyl}phenyl)ethyljbenzenesulfonamide 



R f = 0.32 (5:2; hexanes:ethyl acetate). *H NMR (CDC1 3 ) 5 (ppm): 7.74-7.40 (m, 6H), 7.01-6.23 
(m, 6H), 5.87 (q, 1H), 4.19 (t, 2H), 3.01-2.96 (m, 2H), 2.32-2.16 (m, 2H), 1.44 (d, 3H). LC-MS 
calculated for C 27 H 22 C1F 6 N 3 0 2 S: 602. Observed: 602 (M+). 



Numerous compounds according to the invention can be prepared employing the general 
scheme set forth in SCHEME 438. 
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Using the preparative scheme outlined in Example 438, the compounds of Examples 439-448 
were prepared. 

EXAMPLE 439 
4-chloro-N-(2,5-dinuorophenyl)-N-[(lR)-l-(4-fluoro-2-{4- 
{(methylamino)sulfonyl]butyl}phenyl)ethyl]benzenesulfonamide 




R f = 0.19 (2:1; hexanes:ethyl acetate). ! H NMR (300MHz CDCU) 5: 7.70-7.45 (m, 4H), 7.01- 
6.32 (m, 6H), 5.89 (q, 1H), 4.95 (m, 2H), 3.22-3.07 (m, 3H), 2.81-2.80 (m overlaps d, 4H), 2.03-1.84 
(m, 4H), 1.49 (br, 3H). LC-MS calculated for C 2 5H 26 C1F 3 N 2 04S2 [M+] 575 Observed 272 (M + -303). 

EXAMPLE 440 

4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-{4-[(ethyIamino)suIfonyi]butyI}-4- 
fluorophenyl)ethyI]benzenesuIfonamide 

o 

R f = 0.23 (3:1; hexanes:ethyl acetate). J H NMR (300MHz CDC1 3 ) 5: 7.70-7.42 9m, 4H), 7.01- 
6.29 (m, 6H), 5.88 (q, 1H), 4.61 (t, 1H), 3.31-3.07 (m, 5H), 2.86-2.72(m, 1H), 2.03-1.78 (m, 4H), 1.48 
(br, 3H), 1.21(t, 3H). LC-MS calculated for C 2 6H 28 C1F3N 2 0 4 S 2 [M+] 589; Observed: 286 (M + -303). 

EXAMPT,F,441 
4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{4-fluoro-2-[4-(4- 
thiomorphoIinylsulfonyl)butyl]phenyI}ethyl)benzenesulfonamide 

o 

R f = 0.41 (3:1; hexanes:ethyl acetate). J H NMR (300MHz CDC1 3 ) 5: 7.70-7 .40(m, 4H), 7.01- 
6.28(m, 6H), 5.88 (q, 1H), 3.65-3.60 (m, 4H), 3.17-3.05 (m, 3H0, 2.83-2.69 (m, 5H), 2.10-1.81 (m, 
4H), 1.50 (br d, 3H). LC-MS calculated for C 28 H3oClF 3 N 2 04S3 [M+] 647.2; Observed: 647. 
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EXAMPLE 442 

4-chloro-N-(2,5-difluorophenyI)-N-[(lR)-l-(2-{4-[(14-dioxido-4-tMomorphoiinyl)sulfonyI]butyl}- 

4-fluorophenyl)ethyI]benzenesulfonamide 



R f = 0.32 (2:1; hexanes:ethyl acetate). 'H NMR (300MHz CDC1 3 ) 5: 7.70-7.38 (m, 4H), 6.90- 
6.31 (m, 6H), 6.00 (m, 1H), 4.10-3.98 (m, 4H), 3.41-2.92 (m, 8H), 2.22-1.93 (m, 4H), 1.58 (d, 3H). LC- 
MS calculated for QgHjoClFjNAsSj [M+] 679.2; Observed: 376 (M + -303). 



R f = 0.18 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDC1 3 ) 6: 7.71-7.47 (m, 4H), 7.01- 
6.30 (m, 6H), 5.94-5.91 (br, 1H), 4.73 (br, 1H), 3.24-3.22 (m, 3H), 3.05-2.83 (m, 4H), 2.20 (br, 2H), 
1.45 (s, 3H). LC-MS calculated for C^H^ClFjNaC^S;, [M+] 561; Observed: 258 (IVT-303). 

EXAMPLE 444 

4-chloro-N-(2,5-difluorophenyI>N-[(lR)-l-(2-{3-[(ethyIamino)sulfonyl]propyl}-4- 
fluorophenyl)ethyl]benzenesuIfonamide 



R f = 0.30 (3:1 hexanesxthyl acetate) J H NMR (300MHz CDC1 3 ) S: 7.72-7.60 (m, 2H), 7.49- 
7.42 (m, 2H), 7.05-6.30 (m, 6H), 5.95-5.88 (q, 1H), 4.79-4.75 (t, 1H), 3.25-3.17 (m, 5H), 3.00-2.92 (m, 
1H), 2.24-2.14 (m, 2H), 1.48-1.46 (m, 3H), 1.25-1.18 (m, 3H). LC-MS calculated for 
C 2 sH 26 ClF3N 2 04S 2 [M+3 575; Observed: 272 Of-303). 



o 




EXAMPLE 443 



4-chloro-N-(2,5-difluorophenyI)-N-[(lR)-l-(4-fluoro-2-{3- 
[(metbylamino)sulfonyl] propyl} pheny!)ethyl] benzenesulfonamide 
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EXAMPLE 445 

4-chIoro-N^2,5-difluorophenyl)-N-[(lR)-lK2-{3-[(dimethylamino)sulfonyl]propyl}-4- 
fluorophenyl)ethyl]benzenesiilfonaraide 




R f = 0.26 (3:1 hexanes:ethyl acetate) l H NMR (300MHz CDC1 3 ) £(ppm): 7.68-7.47 (m, 4H), 
7.08-6.30 (m, 6H), 5.89 (br, 1H), 3.14-2.88 (m 5 10H), 2.22 (m, 2H) 1.48-1.46 (br, 3H). LC-MS 
calculated for C 2 5H 26 C1F 3 N 2 04S 2 [M+] 575; Observed: 575. 

EXAMPLE 446 

4-chIoro-N-[(lR)-l-(2"{3-[(diethylamino)suIfonyl]propyl}-4-fluorophenyl)ethyl]-N-(2 ? 5- 

difluorophenyl)benzenesulfonamide 

F txrl" c 

R f = 0.35 (3:1 hexanes:ethyl acetate) *H NMR (300MHz CDC1 3 ) S(ppm): 7.69-7.44 (m, 4H), 
7.03-6.31 (m, 6H), 5.88-5.86 (q, 1H), 3.37-3.09 (m, 8H), 2.20-2.15 (m, 2H), 1.49-1.47 (m, 3H), 1.25- 
1.19 (m, 6H). LC-MS calculated for C^HboClFsNzC^ [M+] 603; Observed: 603. 

EXAMFT ,F, 447 
4-chIoro-N-(2,5-dichlorophenyI)-N-[(lR)-l-(4-fluoro-2-{4- 
[(methylamino)sulfonyI]butyl}phenyl)ethyI]benzenesulfonamide 



o 




R f = 0.27 (2:1 hexanes:ethyl acetate) J H NMR (300MHz CDC1 3 ) <5(ppm): 7.71 (d, 2H), 7.50- 
7.47 (d, 2H), 7.36-7.15 (m, 2H), 6.91-6.72 (m, 2H), 6.56-6.37 (m, 2H), 5.92-5.77 (m, 1H), 4.60-4.48 
(m, 1H), 3.24-3.12 (m, 3H), 2.84-2.69 (m, 4H), 2.06-1.74 (m, 4H), 1.44-1.37 (m, 3H). LC-MS cacld 
for C25H26CI3FN2O4S2 [MH+] 608; Observed: 608. 
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EXAMPLE 448 

4-chioro-N-(5-chloro-2-fluorophepyl)-N-[(lR>l-(4-fluoro-2-{4- 
[(methylamino)sulfonyl] butyl} pheny!)ethyl] benzenesulf o namide 



o 




R f = 0.22 (2:1 hexanes:ethyl acetate) l H NMR (300MHz CDC1 3 ) £(ppm): 7.68-7.58 (m, 2H), 
7.49-7.41 (m, 2H), 7.25-6.51 (m, 6H), 5.91-5.89 (m, 1H), 4.50-4.48 (br, 1H), 3.21-3.01 (m, 3H), 2.84- 
2.82 (m, 4H), 2.01-1.83 (m, 4H), 1.49-1.47 (br, 3H). LC-MS calculated for C 25 H 26 Cl2F 2 N20 4 S 2 [M+] 
591; Observed: 288 (M + -303). 



EXAMPLE 449 

4-chloro-N-phenyI-N-[2-(3-sulfanylpropoxy)benzyl]benzenesulfonamide 




Numerous compounds according to the invention can be prepared employing the general 
scheme set forth in SCHEME 449. 
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To a stirred solution of N-2-(3-brornopropyloxy)benzyl 4-chlorobenzenesulfanilide (200 mg, 
0.4 mmol)in DMF (5 mL) was added the potasium salt of thio acetic acid (92 mg, 0.81 mmol). The 
reaction mixture was then warmed to 60 &c . After 3 h, the reaction mixture was cooled to room 
temperature, diluted with ethyl acetate(25 mL), washed with saturated bicarbonate solution (3x 10 mL) 
and saturated brine (2x 10 mL), dried with MgS0 4 , filtered and concentrated under reduced pressure to 
isolate a colorless oil which was purified by Si0 2 chromatography (7:1, hexanes:ethyl acetate) to 
afforded the desired product (130 mg, y: 63%). R f = 0.25 (20% ethyl acetate/hexanes) *H NMR (300 
MHz, CDC1 3 ) S(ppm): 7.60-7.56 (m 5 2H), 7.46-7.42 (m s 2H), 7.36 (dd, 1H), 7.23-7.7.12 (dd, 2H), 6.85 
(t, 1H), 6.70 (d, 1H), 4.82 (s, 2H), 3.85 (t, 2H), 2.95 (t, 2H) } 2.33 (s, 3H), 1.92 (q, 2H), l3 C NMR (75 
MHz, CDC1 3 ) S(ppm): 196.0, 156.7, 139.6, 139.4, 137.5, 130.7, 129.5, 129.3, 129.3, 128.3, 124.5, 
121.0, 111.3, 66.4, 49.8, 31.1, 29.6, 26.2. 

A stirred solution of thio acetate analog prepared above (100 mg, 0.2 mmol) at °C in ethanol 
(5 mL) was vigorously degassed for 0.5 h> then a solution of degassed 1.0 N NaOH (0.4 mL, 0.4 
mmol) was added. The reaction mixture was allowed stir at 0 °C for lh, warmed to room temperature 
and stirred at room temperature for lh, then diluted with degassed ethyl acetate (20 mL), washed with 
saturated bicarbonate solution (3x 10 mL), 10% aqueous HC1 (3x 10 mL), dried with MgS0 4? filtered 
and concentrated under reduced pressure to isolate a white solid. The crude material was purified by 
chromatography on Si0 2 (4:1 hexanes:ethyl acetate) to give 40 mg of product (y: 44%). R f = 0.25 (20% 
ethyl acetate/hexanes) X H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.58-7.56 (m, 2H), 7.47-7.54 (m, 2H), 
7.34-7.14 (m, 5H), 6.99 (m, 2H), 6.87-6.73 (dt, 2H), 4.78 (s, 2H), 3.92 (t, 2H), 2.63 (q, 2H), L96 (q, 
2H), 1.35 (t, 1H). 13 C NMR (75 MHz, CDC1 3 ) 8 (ppm): 159.1, 141.9, 141.8, 139.9, 133.1, 131.8, 131.8, 
131.7, 131.6, 130.6, 126.7, 123.2, 113.7, 68.2, 52.2, 35.8, 24.0. 

Using the preparative scheme outlined above, the compounds of Examples 450-464 were 
prepared. 



EXAMPLE 450 



N-(2,5-difluorophenyl>-4-(phenyisulfanyI)-N-{2-[3- 
(phenylsulfanyl)propoxy]benzyl}benzenesu!fonamide 
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R f = 0.54 (4:1 hexanesrethyl acetate), ] H NMR (300 MHz, CDC1 3 ) <?(ppm): 7.63 (d, 2H), 7.54- 
7.50 (m, 5H), 7.33-7.26 (m, 6H), 7.18 (t, 5H), 6.97 (m, 1H), 6.87-6.79 (m, 2H), 4.70 (s, 2H), 3.94 (t, 
2H), 3.08 (t, 2H), 1.90-1.86 (m, 2H). 

EXAMPLE 451 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(phenylsulfanyl)propoxy]benzyI}benzenesulfonamide 

a;— o 

R f = 0.45 (6:1 hexanes:ethyl acetate), 'H NMR (300 MHz, DMSO) 5(ppm): 7.72 (q, 4H), 7.34- 
7.18 (m, 8H), 7.00-6.98 (m, 2H), 6.89-6.80 (m, 2H), 4.73 (s, 2H), 3.95 (t, 2H), 3.09 (t, 2H), 1.91-1.87 
(m, 2H). 

EXAMPLE 452 

4-chloro-N-(2^-difluorophenyl)-N-{2-[3-(phenylsulfonyl)propoxy]benzyl}benzenesulfonamide 




R f = 0.40 (3:1 hexanes:ethyl acetate), J H NMR (300 MHz, CDC1 3 ) <?(ppm): 7.96 (d, 2H), 7.68- 
7.54 (m, 5H), 7.47 (d, 2H), 7.19-7.10 (m, 2H), 6.93-6.68 (m, 5H), 4.77 (s, 2H), 3.97 (t, 2H), 3.38 (t, 
2H), 2.24-2.15 (m,2H). 

EXAMPLE 453 
4-chloro-N-{2-[3-(cyclohexylsutfanyl)propoxy 

R f = 0.26 (5% methanoll in DCM), 'H NMR (300 MHz, CDC1 3 ) S(ppm): 7.66 (d, 2H), 7.47 (m, 
2H), 7.28-7.15 (m, 1H), 7.00 (d, 1H), 6.90 (m, 2H), 6.75 (m, 3H), 4.81 (s, 2H), 3.92 (m, 2H), 2.66 (m, 
3H), 1.94 (m, 4H), 1.75 (m, 2H), 1.60 (m, 2H), 1.28 (m, 4H). 
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EXAMPLE 454 

4-chloro-N-{2-[3-(cyclohexylsuIfonyl)propoxy]benzyI}-N-(2,5-difluorophenyl)benzenesuIfonamide 

a;— Vo 

R f = 0.29 (3:1 hexanes:ethyl acetate), ! H NMR (300 MHz, CDC1 3 ) S(ppm) : 7.65 (d, 2H), 7.48 
(d, 2H), 7.18 (t, 1H), 7.80 (d, 2H), 6.90 (m, 2H), 6.76 (m, 3H), 4.78 (s, 2H), 4.10 (t, 2H), 3.29 (t, 2H), 
2.94 (m, 1H), 2.35 (m, 2H), 2.22 (d, 2H), 1.90 (m, 2H), 1.72-1.19 (m, 6H). MS calculated for 
C 2g H 3 oClF 2 N0 5 S 2 , [MNa + ] 620; Observed: 620. 

EXAMPLE 455 

4-chloro-N-{2-[3-(cyc!ohexylsuIfinyl)propoxy]benzyI}-N-(2,5-difluorophenyl)benzenesulfonamide 

R f = 0.32 (1:1 hexanes: ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) 5(ppm): 7.64 (d, 2H), 7.47 
(d, 2H), 7.19 (t, 1H), 7.08 (d, 2H), 6.92-6.87 (m, 2H), 6.80-6.76 (m, 3H), 4.79 (s, 2H), 4.16-3.98 (m, 
2H), 3.12-3.03 (m, 1H), 2.87-2.78 (m, 1H), 2.67-2.60 (m, 1H), 2.34 (m, 2H), 2.14 (d, 1H), 1.95-1.69 
(m, 3H), 1.57-1.24 (m, 6H). MS calculated for C 28 H3oClF 2 N0 4 S 2 , [MH] 582; Observed: 582. 

EXAMPLE 456 

N-(4-bromophenyl)-4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesuifonamide 

hydrochloride 




R f = 0.44 (6:1 hexanes:ethyl acetate), ! H NMR (300 MHz, CDC1 3 ) £(ppm): 7.67-7.64 (m, 2H), 
7.48-7.44 (m, 2H), 7.35-7.32 (m, 2H), 7.31-7.15 (m, 3H), 6.91-6.70 (m, 8H), 4.77 (m, 2H), 3.94-3.86 
(m, 2H), 3.77 (m, 3H), 2.97-2.92 (m, 2H), 1.97-1.88 (m, 2H). MS calculated for C 29 H 2(i ClF 2 N04S 2 , 
[MNa*] 612; Observed: 612. 
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EXAMPLE 457 
4-chloro-N-(2,5-difluorophenyI)-N-(2-{3-{(4- 
methoxyphenyl)sulfonyl]propoxy}benzyl)benzenesulfonamide 

R f = 0.42 (2:1 hexanes:ethyl acetate), l H NMR (300 MHz, CDC1 3 ) £(ppm): 7.87 (d, 2H), 7.63 
(d, 2H), 7.47 (d, 2H), 7.26-7.11 (m, 2H), 7.00 (d, 2H), 6.91-6.75 (m, 4H), 6.69 (d, 1H), 4.74 (s, 2H), 
3.96 (t, 2H), 3.86 (s, 3H), 3.36-3.31 (m, 2H), 2.22-2.13 (m, 2H). MS calculated for C 29 H 2 6C1F 2 N0 6 S 2) 
[MNa*] 644; Observed: 644. 

EXAMPLE 458 
4-chloro-N-(2,5-dmuorophenyl)-N-(2-{3-[(4- 
methoxyphenyl)sulfinyl]propoxy}benzyl)benzenesulfonamide 




R f = 0.23 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) <?(ppm): 7.66-7.54 (m, 4H), 
7.49 (d, 2H), 7.20-7.11 (m, 2H), 7.03 (d, 2H), 6.94-6.76 (m, 4H), 6.71 (d, 1H), 4.76 (s, 2H), 4.05-3.84 
(m, 5H), 3.15-2.90 (m, 2H), 2.26-2.00 (m, 2H). ). MS calculated for C 2 9H 26 C1F 2 N0 5 S 2 , [MNa + ] 628; 
Observed: 628. 

EXAMPLE 459 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
nitrophenyl)sulfonyl]propoxy}benzyl)benzenesulfonamide 

"CCK> 

R f = 0.56 (2:1 hexanes:ethyl acetate), *H NMR (300 MHz, CDC1 3 ) S (ppm) :8.40 (d, 2H), 8.25 
(d, 2H), 7.59 (d, 2H), 7.48 (d, 2H), 7.19-7.14 (t, 1H), 6.89-6.82 (m, 3H), 6.75-6.64 (m, 3H), 4.73 (s, 
2H), 4.1 (t, 2H), 3.65 (m, 2H), 2.38-2.33 (m, 2H). 
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EXAMPLE 460 
4-chloro-N-(2^-difluorophenyI)-N-(2-{3-[(4- 
nitrophenyl)suifanyl]propoxy}benzyI)benzenesulfonamide 



R f = 0.40 (6:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) S(ppm): 8.12-8.09 (m, 2H), 
7.67-7.63 (m, 2H), 7.49-7.45 (m, 2H), 7.41-7.37 (m, 2H), 7.22-7.16 (m, 1H), 7.12-7.09 (m, 1H), 6.91- 
6.74 (m, 5H), 4.82 (s, 2H), 4.05 (t, 2H), 3.32 (t, 2H), 2.19 (m, 2H). 

EXAMPLE 461 
4-chloro-N-(2,5-difluorophenyI)-N-(2-{3-[(4- 
nitrophenyl)sulfinyl]propoxy}benzyi)benzenesulfonamide 




9 



R f = 0.53 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) <?(ppm): 8.36 (d, 2H), 7.93 
(d, 2H), 7.64 (d, 2H), 7.50 (d, 2H), 7.17 (m, 1H), 6.91-6.80 (m, 3H), 6.74-6.65 (m, 3H), 4.76 (s, 2H), 
4.19-4.02 (m, 2H), .356-3.47 (m, 1H), 3.23-3.14 (m, 1H), 2.47-2.41 (m, 1H0, 2.17-2.13 (m, 1H). 

EXAMPLE 462 

4-chloro-N-{2-I2-(cyclohexylsulfinyl)ethoxy]benzyI}-N-(2,5-difluorophenyl)benzenesuIfonamide 

R f = 0.35 (1:2 hexanes:ethyl acetate), 'H NMR (300 MHz, CDC1 3 ) £(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.22-7.11 (m, 2H), 6.94-6.80 (m, 5H), 4.84 (d, 1H), 4.70 (d, 1H), 4.47-4.27 (m, 2H), 3.19-3.10 
(m, 1H), 2.94 (dt, 1H), 2.65 (tt, 1H), 2.14 (d, 1H), 2.04-1.88 (m, 3H), 1.73 (m, 1H), 1.59-1.25 (m, 4H). 
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EXAMPLE 463 

4-chloro-N-{2-[2-(cycIohexylsulfonyI)ethoxy]benzyI}-N-(2,5-difluorophenyl)benzenesulfonamide 




R f = 0.30 (3:1 hexanesxthyl acetate), 'H NMR (300 MHz, CDC1 3 ) <S(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.26-7.18 (m, 2H), 6.97-6.81 (m, 5H), 4.78 (s, 2H), 4.35 (t, 2H), 3.38 (t, 2H), 2.92 (tr, 1H), 
2.20 (d, 2H), 2.05 (m, 2H), 1.74-1.55 (m, 3H), 1.334-1.20 (m, 3H). 

EXAMPLE 464 

4-chloro-N-{2-[2-(cyclohexyIsulfanyl)ethoxy]benzyl}-N-(2,5-difluorophenyI)benzenesulfonamide 

R f = 0.30 (15:1 hexanes:ethyl acetate), »H NMR (300 MHz, CDC1 3 ) £(ppm): 7.67 (d, 2H), 7.56 
(d, 2H), 7.34 (d, 1H), 7.19 (t, 1H), 6.95-6.86 (m, 4H), 6.72 (d, 1H), 4.79 (s, 2H), 3.93 (t, 2H), 2.74 (t, 
2H), 2.67 (m, 1H), 1.95 (br, 2H), 1.77 (br, 2H), 1.63-1.27 (m, 6H). 

EXAMPLE 465 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-l(ethyIsulfonyl)methyl]-4- 
fluorophenyl}ethyI)benzenesulfonamidc 




R f = 0.4 (3:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 8 (ppm): 7.75-7.65 (m,2H), 7.55-7.44 
(m, 2H), 7.17-6.24 (m, 6H), 6.08 (q, 1H), 5.56 (overlapping doublets, 1H), 4.17 (overlapping 
doubletes, 1H), 3.30-3.20 9m, 2H), 1.61-1.55 (m, 3H), 1.34 (d, 3H). LC-MS calculated for 
C 23 H 2 iClF 3 N0 4 S 2 [M+] 532; Observed: 229 (M + -303). 
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EXAMPLE 466 

methyl 3-{[2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanmno}ethyI)-5- 
fluorobenzyI]suIfonyl}propanoate 



o=s o 




R f = 0.50 (2:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.81-7.67 (m, 2H), 7.57-7.47 
(m, 2H), 7.17-6.27 (m, 6H), 6.15-6.03 (m, 1H), 5.62-5.58 (overlapping doublets, 1H), 4.26-4.22 
(overlapping doublets, 1H), 3.80 (s, 3H), 3.72-3.51 (m, 2H), 3.12-3.05 (m, 2H), 1.39-1.25 (br, 3H). LC- 
MS cacld for C2 5 H 23 C1F 3 N0 6 S 2 : 590. Observed : 608 (M + + H 2 0 ). 

EXAMPLE 467 

3-{[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorobenzyl]suIfonyl}propanoic acid 

o 




R f = 0.55 (6:l;DCM:methanoll). J H NMR (CD 3 OD) 8 (ppm):7.83-7.54 (m, 4H), 7.21- 6.32 (m, 
6H), 6.10-6.07 (m, 1H), 5.49-5.44 (m, 1H), 4.64-4.53 (m, 1H), 3.64-3.51 (m, 2H), 3.05-2.93 (m, 2H), 
1.38 (d, 3H). LC-MS cacld for C 24 H 2 iClF 3 N0 6 S 2 : 576. Observed : 576 (M* ). 

EXAMPLE 468 

methyl (2R)-2-[(tert-butoxycarbonyl)ainino]-3-{I2-((lR)-l-{[(4-cUorophenyI)sulfonyl]-2,5- 
difluoroanilino}ethyl)-5-fluorobenzyl]sulfanyI}propanoate 

o 

"tX*K>° 

R r = 0.47 (3:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.74-7.63(m, 2H), 7.49-7.39 
(m, 2H), 7.05-6.41(m, 6H), 6.05 (br, 1H), 5.53 (br, 1H), 4.68-4.62 (m, 1H), 4.47-4.38 (m, 1H), 3.81- 
3.76 9m, 4H0, 3.07-2.97 (m, 2H), 1.48-1.37 (br overlaps s, 12H). LC-MS cacld for C 30 H 32 ClF 3 N2O 6 S 2 : 
673. Observed : 573 (M* - Boc). 
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23o 

EXAMPLE 469 

methyl (2R)-2-[(tert-butoxycarbonyl)amino]-3-{[2-((lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5- 
diflmor o anilino} et kyI)-5-fluorobenzy I] sulf onyl}propanoate 

o 

R f = 0.25 (3:l;hexanes:ethyl acetate). *H NMR (CDC1 3 ) 5 (ppm): 7.80—7.69 (m, 2H), 7.58- 
7.47 (m,2H), 7.16-7.01 (m, 2H), 6.89-6.62 (m, 3H), 6.31-5.91 (m, 2H), 5.61 (br, 1H), 4.91 (br, 1H), 
4.31-4.21 (m, 1H), 3.92-3.84 (m overlaps s, 5H), 1.50 (s, 9H), 1.36-1.34 (br, 3H). LC-MS cacld for 
C 3 oH32ClF 3 N20 8 S 2 : 705. Observed : 605 (M + - Boc). 

EXAMPLE 470 

methyl 2-amino-3-{[2-((lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanUino}ethyI)-5- 
fluorobenzyl]sulfonyl}propanoate hydrochloride 

o 




R f = 0.50 (2:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.76-7.64 (m, 2H), 7.53-7.43 
(m, 2H), 7.24-7.16 (m, 1H), 7.05-6.33 (m, 5H), 6.13 (br, 1H), 5.57 9d, 1H), 4.82-4.68 (m, 2H), 3.84-3.0 
(br overlaps s, 7H), 137-1.35 (br, 3H).. LC-MS cacld for CzsH^CIFj^OsSj: 604. Observed : 605 
(NOf). 

EXAMPLE 471 

methyl (2S)-2-[(tert-butoxycarbonyl)amino]-3-{[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroaniHno}ethyl)-5-fluorobenzyl]sulfonyl}propanoate 

o 




R f = 0.25 (2:l;hexanes:ethyl acetate). 'H NMR (ODCl 3 ) £(ppm): 7.76-7.63 (m, 2H), 7.53-7.41 
(m, 2H), 7.71-7.00 (m, 3H), 6.87-6.32 (m, 3H), 6.11-5.81 (m, 2H), 5.63 (m, 1H), 4.81 (br, 1H), 4.59- 
4.23 (m, 1H), 3.94-3.88 (m, 2H), 3.85 (s, 3H), 1.48 (s, 9H), 1.37-1.35 (br, 3H). LC-MS cacld for 
CsoHjzClFjNiOgSz: 705. Observed : 605 (M* - Boc). 
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EXAMPLE 47? 

4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[2-(etfaylsulfonyl)ethyl]-4- 
fluorophenyl}ethyI)benzenesulfonamide 



o 



CI 



R f = 0.28(3: 1 ;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) £(ppm): 7.68-7.58 (m, 2H), 7.49-7.48 
(m, 2H), 7.05-6.41 (m, 6H), 5.89 (q, 1H), 3.54-3.20(m, 6H), 1.50-1.41 (m, 6H). ). LC-MS calculated 
for C 2 4H23C1F3N04S 2 546; Observed: 242 (M + -303). 

EXAMPLE 473 

methyl 3-({2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)-5- 
fluorophenyI]ethyI}suIfanyl)propanoate 



R f = 0.33 (6:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.67-7.54 (m, 2H), 7.44-7.35 
(m, 2H), 7.00-6.28 (m, 6H), 5.93-5.81 (m,lH), 3.68 (s, 3H), 3.40-3.28 9m, 1H), 2.99-2.65 (m, 7H), 1.53 
(br 3H). LC-MS cacld for C 2S H 2 5C1F 3 N04S 2 : 572. Observed : 269 (M+- 303). 

EXAMPLE 474 

methyl 3-({2-[2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2^-dmuoroanilino}ethyI)-5- 
fluorophenyl] ethyl} sulfonyl)propanoate 



R f = 0.50 (2:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.72-7.59 (m, 2H), 7.50-7.40 
9m, 2H), 7.08-6.42 (m, 6H), 5.97-5.83 (m, 1H), 3.72 (s, 3H), 3.57-3.34 (m, 6H), 2.98(t, 3H), 1.50-1.38 
(br, 3H). LC-MS cacld for C^CIFjNO^,: 640. Observed : 621 (M + + H 2 0 ). 




o 
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EXAMPLE 475 

3-({2-[2-((lR)-l-{l(4-chlorophenyl)sulfonyl]-2,5-difluoroaniUno}ethyl)-5- 
fluorophenyljethyl}sulfonyl)propanoic acid 

o , 0 - H 



•OCT! 



O 

o 



R f = 0.48 (10:l;DCM:methanoll). l H NMR (CD 3 OD) J (ppm): 7.89-7.63 (m, 2H), 7.58-7.51(m, 
2H), 7.21-7.00 (m, 3H), 6.89-6.45 (m, 3H), 5.95-5.90(m, 1H), 3.60-3.50 (m, 4H), 3.23-3.22 (m, 2H), 
2.91-2.83 (m, 2H), 1.55-1.42 (br, 3H). LC-MS cacld for C 2 5H 2 3C1F 3 N0 6 S 2 : 589. Observed : 589 (M* ), 

EXAMPLE 476 

methyl ({2-[2-((lR)-l-{[(4-chloropfaenyI)sulfonyl]-2,5-difluoroanUino}etfayI>5- 
fluorophenyI]ethyl}sulfinyl)acetate 

0 o 

1 J 1 




R f = 0.45 (l:l;hexanes:ethyl acetate). l U NMR (CDC1 3 ) 5 (ppm): 7.75-7.58 (m,2H), 7.50-7.40 
(rn, 2H) } 7.08-6.88 (m, 3H), 6.88-6.42 (m, 3H), 5.92-5.87 (m,lH), 3.98-3.79 (m overlaps s, 5H), 3.59- 
3.21 (m, 4H), 1.49-1.44 (m, 3H). LC-MS cacld for C 2 5H 23 C1F 3 N0 5 S 2 : 574. Observed : 271 (M + -303 ). 

EXAMPLE 477 

methyl ({2-[2-((lR)-l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl] ethyl}sulfanyl)acetate 




o 

R f = 0.40 (6:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 8 (ppm): 7.71-7.58 (m, 2H), 7.48-7.39 
(m, 2H), 7.01-6.33 (m, 6H), 5.90 (q, 1H), 3.78 (s, 3H), 3.47-3.45 (m, 3H), 3.00-2.91 (m, 3H), 1.55-1.47 
(br, 3H). LC-MS cacld for CisHaClFjNOA: 558. Observed : 255 (M+- 303). 
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EX AMPLE 47$ 



methyl ({2^2.((llR)-l-{[(4-chIorophenyI)sulfonyI]-2,5-difluoroanaino}ethyI)-5- 
fluorophenyl] ethyl} sulfonyl)acetate 

o o 




R f = 0.45 (2:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 8 (ppm): 7.71-7.61 (m, 2H), 7.51-7.39 
(m, 2H), 7.07-6.37 (m, 6H), 5.95-5.89(m, 1H), 4.39-4.34 (m, 1H), 4.15-4.10 (m, 1H), 3.87 (s, 3H), 
3.75-3.61 (m, 3H), 3.41-3.31 (m, 1H), 1.51-1.41 (br, 3H). LC-MS cacld for C 25 H 23 C1F 3 N0 6 S 2 : 590. 
Observed : 287 (M + - 303 ). 

EXAMPLE 479 

methyl ({2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)-5- 
fluorophenyI]ethyl}su!fonyl)acetate 



R f = 0.30 (10:l;hexanes:ethyl acetate). J H NMR (CDC1 3 ) 8 (ppm): 7.71-7.57 (m, 2H), 7.44-7.37 
(m, 2H), 7.00-6.31 (m, 6H), 5.88 (q, 1H), 3.21-3.09 (m, 1H), 2.83-2.73 (m, 1H), 2.62 (m, 2H), 2.16 (s, 
3H), 1.99-1.89 (m, 2H), 1.54 (br, 3H). ). LC-MS calculated for C 24 H 23 C1F 3 N0 2 S 2 [M+] 514; Observed: 
211 (lvT-303). 



N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[3-(methylsuIfanyI)propyI]phenyl}ethyl)-4- 



R f = 0.39 (5:l;hexanes:ethyl acetate). l H NMR (CDC1) S(ppm): 7.64-7.50-(m, 2H), 7.23-7.15 
(m, 2H), 7.00-6.84 (m, 3H), 6.69-6.33 (m, 3H), 5.88-5.79 (m, 1H), 2.21-3.10(m, 1H), 2.78-2.72 (m, 
1H0, 2.61 9t, 2H), 2.49 9s, 3H0, 2.14 (s, 3H), 1.98-1.90 (m, 2H), 1.54-1.50 (br, 3H). ). LC-MS 




EXAMPLE 480 



(methylsulfanyl)benzenesulfonamide 




calculated for CzsHzeFjNOzSa [M+] 525; Observed: 548 (M+Na). 
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EXAMPLE 481 
4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[3- 
(methylsulfonyl)propyl] phenyl} ethyl)benzenesulfonamide 

R f - 0.19 (2:l;hexanes:ethyl acetate). *H NMR (CDC1 3 ) 5 (ppm): 7.73-7.59 (m, 2H), 7,51-7.41 
(m, 2H) S 7.05-6.30-(m, 6H), 5.91 (q, 1H), 3.24-3.03 (m, 4H), 2.98 (s, 3H), 2.27-2.23 (m, 2H), 1.45 (d, 
3H). LC-MS calculated for Q^ClFjNC^ [M+] 546; Observed: 243 (M + -303). 

EXAMPLE 482 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(ethylsulfanyl)propyI]-4- 
iluorophenyl}ethyl)benzenesulfonamide 




i 

R f = 0.31(10:l;hexanes:ethyl acetate). ] H NMR (CDC1 3 ) 8 (ppm): 7.68-7.54 (m, 2H), 7.44-7.38 
(m, 2H), 7.00-6.28 (m, 6H), 5.87 (q, 1H), 3.22-3.08 (m, 1H), 2.82-2.53 (m, 5H), 1.98-1.86 (m, 2H), 
1.55 (br, 3H), 1.30 (t, 3H). LC-MS calculated for CjsHkCIFsNOjSj [M+] 528; Observed: 225 (M*- 
303). 

EXAMPLE 483 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(ethyIsulfonyl)propyl]-4- 
fluorophenyl}ethyl)benzenesulfonamide 

R f = 0.45(2: l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) <?(ppm): 7.71-7.60 (m, 2H), 7.52-7.40 
(m, 2H), 7.01-6.31(m, 6H), 5.90 (q, 1H), 3.22-2.87 (m, 6H), 2.33-2.19 (m, 2H), 1.45-1.40 (m, 6H). LC- 
MS calculated for C2SH25CIF3NO4S2 [M+] 560; Observed: 257 ^-303). 



WO 00/50391 



241 



PCTYUS00/04560 



EXAMP L E 48 4 

N-(2,5-difluorophenyI)-4-(ethylsulfanyl)-N-((lR)-l-{2-[3-(ethylsulfanyl)propyI]-4- 
fluorophenyl}ethyl)benzenesulfonamide 




R f = 0.49 (5:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 8 (ppm) : 7.68-7.50 (m, 2H), 7.29- 
7.21(m, 2H0, 7.04-6.33 (m, 6H), 5.88-5.76 (m, 1H), 3.21-3.11 9m, 1H0, 2.98 9q, 2H0, 2.83-2.71 (m, 
1H), 2.68-2.56 (m overlaps q, 4H), 1.95-1.93 9m, 2H), 1.52-1.49 (br, 3H0, 1.33 (t, 3H), 1.27 (t, 3H). 
LC-MS cacld for C 2 7H3oF 3 N0 2 S3: 553. Observed : 576 OvT+Na ). 

EXAMPLE 485 

methyl (2R)-2-[(tert-butoxycarbonyl)amino]-3-({3-[2-((lR)-l-{[(4-chloropheuyI)sulfonyl]-2,5- 
difluoroanilino}ethyI)-5-fluorophenyl]propyl}sulfanyl)propanoate 



Rf= 0.50 (3:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 8 (ppm): 7.71-7.58 (m, 2H), 7.45-7.40 
(m, 2H), 7.00-6.45 (m, 6H), 5.87 (q, 1H), 4.45-5.40 (br, 1H), 4.61 (br, 1H), 3.78, 3.76 (s, rotomers, 
3H), 3.30-3.00 (m, 3H), 2.81-2.65 (m, 3H), 1.94-1.88 (m, 2H), 1.52-1.38 (br overlaps s, 12H). LC-MS 
cacld for C3 2 H 36 C1F 3 N20 6 S 2 : 701. Observed : 398 (M+-303 ). 

EXAMPLE 486 

methyl (2R)-2-[(tert-butoxycarbonyl)amino]-3-({3-[2-((lR>l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroamilino}ethyl)-5-fluorophenyI]propyl}sulfonyl)propanoate 



R f = 0.38 (2:1; hexanesxthyl acetate). 'H NMR (CDCU) 8 (ppm): 7.71-7.61 (m,2H), 7.50-7.41 
(m, 2H), 7.11-6.49 (m, 6H), 5.89 (q, 1H), 5.71 (br, 1H), 3.81, 3.79 (s, rotomers, 3H), 3.74-3.70 (m,2H), 
3.24-3.20 9m, 3H), 2,91 (br, 1H), 2.28-2.17 (m, 2H0, 1.45-1.45 (br overlaps s, 12H). LC-MS cacld for 
C 3 2H3 6 C1F3N20 8 S 2 : 733. Observed : 633 (M'-Boc ). 



o 
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EXAMPLE 487 

methyl (2R)-2-amino-3-({3-[2-((lR)-l-{[(4-chlorophenyI)sulfonyI]-2,5-dinuoroaniUno}ethyl)-5- 
fluorophenyl] propyl}sulfonyl)propanoate hydrochloride 

k^v^ O NH 2 

Rr = 0.43 (2:1; hexanes:ethyl acetate). l H NMR (CD 3 OD) 5 (ppm): 7.81-7.51 (m, 4H), 7.70- 
6.85 (m, 4H), 6.66-6.45 (m, 2H), 5.94-5.89 (m ; 1H), 4.2 9br, 1H), 3.76-2.92 (s overalaps m, 9H), 2.21- 
2.1 1 (m, 2H), 1.51-1.46 (br, 3H). LC-MS cacld for C 2 7H2 6 C1F 3 N20 6 S 2 : 632. Observed : 633 (MIT ). 

EXAMPLE 488 
4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[4- 
(methylsulfanyl)buryl]phenyl}ethyl)benzenesulfonamide 

R f = 0.33 (9:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) £(ppm): 7.67-7.57 (m, 2H), 7.43-7.37 
(m, 2H), 7.02-6.312 (m, 6H), 5.86 (q, 1H), 3.1 (br, 1H), 2.70-2.59 (m, 3H), 2.14 (s, 3H), 1.77-1.75 (m, 
4H), 1.55-1.53 (br, 3H). LC-MS cacld for C25H 2 5C1F 3 N0 2 S 2 : 528. Observed : 225 (M + - 303 ). 

EXAMPLE 489 
4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[4- 
(methylsulfonyl)butyl]phenyl}ethyl)benzenesulfonamide 

o 




R f = 0.52 (l:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 5 (ppm): 7.70-7.62 (m, 2H), 7.49-7.38 
(m, 2H), 7.02-6.24 (m, 6H), 5.88 (q, 1H), 3.30-3.07 (m, 3H), 2.96 (s, 3H), 2.88-2.70 (m, 1H), 2.10-1.86 
(m, 4H), 1.52 (d, 3H). LC-MS cacld for C 2S H 2 sClF 3 N04S 2 : 560. Observed : 578 (M+ + H 2 0). 

EXAMPLE 490 

4-chIoro-N-(2,S-difluorophenyO-N-((lR)-l-{2-I4-(ethyIsulfanyl)butyl]-4- 
fluorophenyl}ethyI)benzenesuIfonamide 




WO 
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R f = 0.33 (9:l;hexanes:ethyl acetate). 'H NMR (CDC1 3 ) 8 (ppm):7.68-7.58 (m, 2H), 7.45-7.38 
(m, 2H), 6.99-6.31 (m, 6H), 5.85 (q, 1H), 3.1 (br, 1H), 2,70-2,61 (m, 3H), 2.57 (q, 2H), 1.78-1.73 (m, 
2H), 1.53 (br, 3H), 1.28 (t, 3H). LC-MS cacld for C 26 H 27 C1F 3 N0 2 S 2 : 542. Observed : 239 (M + - 303 ). 

EXAMPLE 491 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[4-(ethylsulfonyl)butyI]-4- 
fluorophenyl}ethyI)benzenesu!fonamide 

o 




*cck>- 

R f = 0.14 (3:l;hexanes:ethyl acetate). *H NMR (CDC1 3 ) 8 (ppm): 7.71-7.63 (m, 2H), 7.48-7.36 
(m, 2H), 7.02-6.31 (m, 6H), 5.87 (q, 1H), 3.31-3.22 (m, 3H), 3.06 (q, 2H), 2.17-1.67 (m, 4H), 1.48 (d, 
3H), 1.41 (t, 3H). LC-MS cacld for C26H 27 C1F 3 N0 4 S 2 : 574. Observed : 592 (M + + H 2 0). 



EXAMPLE 492 



Numerous compounds according to the invention can be prepared employing the general 
scheme set forth in SCHEME 492. 
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In an oven-dried two necked 100 mL round bottom flask under a vigorous stream of Ar was 
placed a solution of (R)- Oxazaborolidine in toluene (5.5 mL 1.27 M, 7 mmol, Strem) . To this solution 
was slowly added BH 3 .Me 2 S solution (83 mL, 83 mmol, 10.0 M, Aldrich). The reaction mixture was 
then cooled to -20°C and neat ketone (30.0 g, 138 mmol, Marshalton) was added through a syringe 
pump over a period of 4-5 h while keeping the bath temperature at -20°C. After the addition was 
complete the reaction mixture was allowed to stir at -20°C until the reaction was complete by GC 
(about 2 h). The reaction mixture was then carefully quenched by adding to pre-cooled methanol 
(-20°C,) and stirred for 1 h. The reaction mixture was then concentrated under reduced pressure and the 
crude product was purified by filtration through silica gel by eluting with 10: 1-6: 1 hexanes:ethyl acetate 
to separate the product from the catalyst. Isolated quantitative yield of the product. R f (10:1 
hexanes:ethyl acetate) 032. ! H NMR (CDC1 3 ) 5 7.60-7.57 (dd, 1H), 7.27-731 (m, 2H), 7.10-7.00 (m, 
1H), 530-5.17 (dq, 1H), 1.99 (s, 1H), 1.49 (d, 3H). 

Ethyl vinylacetate (27.98 g, 2183 mmol) was dissolved in 100 mL of dry THF, in an oven 
dried flask. The flask was cooled in an ice bath and a solution of 9-BBN (0.5 M, 437mL, 218.5 mmol, 
Aldrich) was added over a period of 1 h. The reaction mixture was allowed to stir at room temperature 
for 8 h and then added K 2 C0 3 (70.0 g, 506 mmol), DMF (700 mL), alcohol (40 g, 182 mmol) and 
PdCl 2 dppf (4.0 g, 2.7 mol%, Aldrich). The reaction mixture was heated to 60°C for 21 h at which time 
TLC shows complete consumption of the alcohol. The reaction mixture was then cooled to room 
temperature, filtered through celite and concentrated. The crude reaction mixture was purified by 
chromatography over Si0 2 (1 .0 Kg of Si0 2 , 5:1 hexanes:ethyl acetate) to isolate 37 g of pale yellow oil 
(95 % pure). ! H NMR (CDC1 3 ) J7.52-7.50 (dd, 1H), 6.96-6.82 (m, 3H), 5.15-5.11 (br q, 1H), 4.13- 
4.06 (q, 2H), 2.75-2.63 (m, 2H), 2.35 (t, 2H), 1.93 (p, 2H), 1.48 (d, 3H), 1.23 (t, 3H). 

EXAMPLE 493 

ethyl 4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2 ? 5-difluoroanaino}ethyl)-5- 

fluorophenyl]butanoate 

To a solution of PPh 3 (41.2 g, 157 mmol, Aldrich), in 180 mL of dry toluene was added solid 
sulfonamide 1 (47.6 g, 157 mmol). The solution was stirred at room temperature for 30 min 
(sulfonamide dissolves only partially) and cooled to 0°C in an ice-bath. Neat DEAD (24.7 mL, 157 
mmol, Aldrich) was slowly added to the reaction mixture. The sulfonamide dissolves as the addition of 
DEAD progresses. After the addition was over, the reaction mixture was allowed to warm to room 
temperature and a solution of the alcohol (37 g, 131 mmol) in 80 mL of dry toluene was added through 
a syringe pump over a period of 5 h. The reaction mixture was then allowed to stir at room temperature 
until TLC shows complete consumption of starting material (21 h). The reaction mixture was then 
concentrated under reduced pressure. The phosphine oxide was crystallized from 6:1 hexanesxthyl 
acetate and the mother liquor was concentrated and purified by chromatography (7:1 hexanesxthyl 
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acetate) to isolate 51 g of product as pale yellow oil. R f (10:1 hexanes:ethyl acetate) 0.33 *H NMR 
(CDC1 3 ) 57.65-7.58 (m, 2H), 7.41-7.39 (m, 2H), 7.15-6.31(m, 6H), 5.82 (q, 1H), 4.16 (q, 2H), 3.10 (m, 
1H), 2.68 (m, 1H), 2.4 (t, 2H), 1.93 (m, 2H), L52-1.45 (br 3H), 1.45 (t, 3H). 

EXAMPLE 494 

4-[2-((lR)-l-{[(4-chloropItienyl)su^ acid 



OH 



■xxrt 

'txK> 

A solution of the ester (48 g, in 700 mL of methanol) was cooled to 0°C and 230 mL of LiOH 
solution (10.2 g of LiOH in 230 mL of water) was added slowly. The reaction mixture turned turbid, 
and a pale yellow precipitate separates. The reaction mixture was mechanically stirred at 0 °C for 1 h 
and at room temperature for 2 h. The reaction mixture was then cooled to 0 °C and carefully adjusted to 
pHl with 6 N HCL Extracted the product with 4 x 250 mL of ethyl acetate, washed the ethyl acetate 
solution with dilute brine (3 x 200 mL), dried the organic layer with MgS0 4 , filtered and concentrated 
to yield crude product. The crude product was purified by Si0 2 chromatography (1:1 hexanes:ethyl 
acetate) and the product was recrystallized from 4:1 hexanes:ethyl acetate (10 mL/g) to >98% ee. R f 
(10:4 hexanes:ethyl acetate) 0.15. ] H NMR (CDC1 3 ) 8.66-7.59 (m, 2H), 7.43-7.40 (m, 2H), 6.99-6.33 
(m, 6H), 5.85 (q, 1H), 3.15-3.11(m, 1H), 2.78-2.68 (m, 1H), 2.54 (t, 2H), 2.02 (m, 2H), 1.54-1.52 (br d, 
3H). 

EXAMPLE 495 



xx;t^ ci xx;to- a 

Using the scheme outlined in the preparative scheme in this example, the of Examples 496-503 
ompounds were prepared. 

EXAMPLE 496 
4-l2-((lR)-l-{[(4-cMorophenyl)suto 

cyclohexylbutanamide 



txrro 
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R f = 0.39 (2:1 hexanes:ethyl acetate) ! H NMR (300 MHz, CDC1 3 ) S(ppm): 7.70-7.59 (m, 2H), 
7.47-7.41 (m, 2H), 7.01-6.32 (m, 6H), 5.92-5.85 (q, 1H), 5.62 (br, 1H), 3.86-3.74 (m, 1H), 3.12-3.03 
(m, 1H), 2.80-2.70 (m, 1H), 2.38-2.28 (m, 2H), 2.01-1.92 (br, 4H), 1.73-1.07 (m, 11H). LC-MS 
calculated for C 30 H 32 ClF 3 N 2 O 3 S [MH+] 593; Observed: 290 (MH+-303). 

EXAMPLE 497 

4-l2-((lR)-l-{[(4-chloroplienyl)suIfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyI]-N,N- 

diethylbutanamide 

R f = 0.35 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDC1 3 ) S (ppm) : 7.70-7.61 (m, 2H), 
7.45-7.43 (br, 2H), 7.00-6.32 (br, 6H), 5.93-5.87 (q, 1H), 3.46-3.32 (m, 4H), 3.18-3.11 (m, 1H), 2.75- 
2.70 (m, 1H), 2.51-2.46 (t, 2H) 2.05-1.95 (m, 2H), 1.51-1.49 (br, 3H), 1.26-1.12 (m, 6H). LC-MS 
calculated for C2 8 H 3 oClF 3 N 2 0 3 S [MH+] 567; Observed: 567. 

EXAMPLE 498 

4-[2-((lR)-l-{[(4-clilorophenyl)sulfonyl]-2,5-difluoroaniliiio}ethyl)-5-fluorophenyl]-N- 

mcthylbutanamide 

R f = 0.17 (1:1 hexanes:ethyl acetate) *H NMR (300MHz CDClj) 5: 7.71-7.60 (m, 2H), 7.48- 
7.41 (m, 2H), 7.00-6.30 (m, 6H), 5.93-5.86 (q, 1H), 5.80 (br, 1H), 3.13-3.03 (m, 1H), 2.85-2.74 (m, 
4H), 2.40-2.35 (t, 2H), 2.02 (br, 2H), 1.50-1.47 (br, 3H). LC-MS calculated for C 2 5H 24 C1F 3 N 2 0 3 S 
[MH+] 525; Observed: MH-303. 

EXAMPLE 499 

4-[2-((lR)-l-{[(4-cMorophenyl)sulfonyI]-2,5-dinuoroanilino}ethyl)-5-fluorophenyl]-N- 

ethylbutanamide 

R f = 0.31 (1:1 hexanes:ethyl acetate) 'H NMR (300MHz CDC1 3 ) 5: 7.70-7.60 (m, 2H), 7.48- 
7.41 (m, 2H), 7.00-6.31 (m, 6H), 5.93-5.86 (q, 1H), 5.73 (br, 1H), 3.38-3.28 (m, 2H), 3.13-3.03 (m, 
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1H), 2.78-2.73 (m, 1H), 2.38-2.33 (t, 2H), 2.02-2.01 (br, 2H), 1.50-1.47 (br, 3H), 1.18-1.13 (t, 3H). 
LC-MS calculated for C 2<; H 26 aF 3 N 2 03S [MH+] 539; Observed: MH-303. 

EXAMPLE 500 

4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)-5-fluorophenylJ-N,N- 

dipropylbutanamide 

R f = 0.46 (3:1 hexanes: ethyl acetate) *H NMR (300MHz CDC1 3 ) 8: 7.70-7.61 (m 3 2H), 7.45- 
7.43 (m, 2H), 7.00-6.31 (m, 6H), 5.93-5.86 (q, 1H), 3.34-3.11 (m, 5H), 2.75-2.70 (m, 1H), 2.51-2.46 (t, 
2H), 2.04- L97 (m, 2H), 1.65-1.49 (m, 7H), 0.95-0.88 (m, 6H). LC-MS calculated for CaoH^ClFsNzOaS 
[MH+] 595; Observed: 595. 

EXAMPLE 501 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[4-oxo-4-(l- 
piperidinyl)butyl]phenyl}ethyI)benzenesulfonamide 

R f = 0.31 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDC1 3 ) 5: 7.70-7.60 (m, 2H), 7.46- 
7.43 (m, 2H), 7.00-6.32 (m, 6H), 5.92-5.85 (q, 1H), 3.62-3.58 (t, 2H), 3.47-3.43 (t, 2H), 3.15-3.1 l(m, 
1H), 2.78-2.68 (m, 1H), 2.52-2.47 (t, 2H), 2.03-1.93 (m, 2H), 1.66-1.49 (m, 9H). LC-MS calculated for 
QsHsoClFjNaOjS [MH+] 579; Observed: 579. 

EXAMPLE 502 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[4-oxo-4-(4- 
thiomorpholinyl)butyl]phenyl}ethyl)benzenesulfonamide 

R f = 0.38 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDC1 3 ) 6: 7.70-7.60 (m, 2H), 7.47- 
740 (m, 2H), 7.01-6.31 (m, 6H), 5.94-5.87 (q, 1H), 3.94-3.91 (t, 2H), 3.81-3.78 (t, 2H), 3.12-3.10 (m, 
1H), 2.84-2.71 (m, 1H), 2.65-2.64 (br, 4H), 2.53-2.49 (t, 2H), 2.06-1.96 (m, 2H), 1.49-1.47 (br, 3H). 
LC-MS calculated for C 28 H 2g ClF 3 N 2 0 3 S 2 [MH+] 597, Observed 597. 
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EXAMPLE 503 
4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[4-(4- 
thiomorphoIinylsulfonyl)butyl]phenyl}ethyI)benzenesulfonamide 

o 




"Tea -0 - 0 

5 R f = 0.46 (1:1 hexanes:ethyl acetate) *H NMR (300MHz CDC1 3 ) 5: 7.71-7.59 (m, 2H), 7.51- 

7.41 (m, 2H), 7.07-6.29 (m, 6H), 5.96-5.94 (br, 1H), 4.14-4.04 (d, 4H), 3.07-2.83 (m, 6H), 2.64-2.59 (t, 
2H), 2.08-2.03 (m, 2H), 1.44-1.42 (d, 3H). LC-MS calculated for C 2S H 28 C1F 3 N 2 0 5 S 2 [MH+] 629; 
Observed: MH-303. 

EXAMPLE 504 

10. General Procedure for the synthesis of amine oxides 

fr| The free base (0.5 g ) was dissolved in methanol (5 mL) and 30% H 2 0 2 in water (5 mL) was 

If added. The mixture was stirred at room temperature for 14 h then concentrated under reduced pressure. 
=£= The resulting crude product was purified by chromatography on Si0 2 to yield the desired //-oxide 
r i product in >90% yield. 

15 Using the preparative scheme described in the previous example, the following compounds 

J?; were prepared. 

yrj EXAMPLE 505 

J:* 4-chloro-N-{2-[3-(l-hydroxy-llambda~5~piperidin-l-yl)propoxy]benzyl}-N- 

phenylbenzenesulfonamide 

20 R f = 0.15 (1% triethylamine/5% methanol/ethyl acetate) ! H NMR (300 MHz, CDC1 3 ) 8 (ppm): 

7.55 (m, 4H), 7.21 (m, 4H), 6.78 (m, 4H), 6.60 (m, 1H), 4.74 (s, 2H), 4.53 (m, 2H), 4.19 (m, 4H), 3.53 
(t, 2H), 2.67 (m, 2H), 2.35 (m, 2H), 1.87-1.27 (m, 4H). ,3 C NMR (75 MHz, CDC1 3 ) 5 (ppm): 156.9, 
139.6, 137.2, 136.0, 131.9, 130.1, 129.4, 129.0, 128.9, 128.8, 128.5, 121.5, 120.2, 110.7, 66.5, 64.6, 
63.6, 51.3, 29.7, 22.1, 21.3, 20.3 . ESI calculated for C2 7 H 3 iClN 2 0 4 S [MH+] 515; Observed: 515. 

25 EXAMPLE 506 

4-chloro-N-(2,5-dichlorophenyI)-N-{2-[3-(l-oxido-l- 
piperidinyl)propoxy]benzyl}benzenesuIfonamide 
R f = 0.42 (10% methanol/DCM) 'H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.64-7.51 (m, 4H), 
7.26-7.14 (m, 4H,), 6.81-6.03 (m, 3H), 4.97-4.80 (dd, 2H), 4.47-4.17 (m, 6H), 3.45 (m, 2H), 2.64 (m, 
30 2H), 2.28 (m, 2H), 1.86 (m, 3H), 1.49 (m, 1H). ,3 C NMR (75 MHz, CDCI3) 8 (ppm): 157.3, 140.3, 
137.3, 135.8, 134.1, 132.8, 132.4, 131.8, 131.6, 131.0, 130.5, 129.9, 129.3, 121.2, 120.8, 111.2, 66.9, 
65.1, 64.6, 63.5, 50.42, 22.5, 21.6, 20.7. 
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EXAMPLE 507 
4-chloro-N-(2,5-difluorophenyl)-N-{2-P-(l-oxido-l- 
pyrrolidinyl)propoxy]benzyI}benzenesulfonamidc 

R f = 0.38 (9% meliianol/DCM) 'H NMR (500 MHz, CD 3 OD) 8 (ppm): 7.69-7.61 (m, 4H), 7.18 
5 (m, 1H), 7.01-6.89 (m, 4H), 6.77-6. 67 (m, 2H), 4.13 (t, 2H), 3.81 (m, 2H), 3.64-3.48 (m, 4H), 2.52- 
2.33 (m, 4H), 2.09 (m, 2H). "CNMR (125 MHz, CD 3 OD) 8 (ppm): 160.4, 159.1, 158.7, 158.4, 157.1, 
140.9, 138.5, 132.8, 131.4, 130.8, 130.5, 127.6, 123.5, 121.4, 120.1, 119.9, 118.5, 118.4, 118.4, 118.3, 
118.2, 118.1, 112.3, 69.1, 66.8, 66.4, 51.0, 25.6, 22.7. ESI calculated for C 26 H 27 C1F 2 N 2 0 4 S [MH+] 537; 
Observed: 537. 

10 EXAMPLE 508 

4-chloro-N-(2,5-difluorophenyl)-N-{2-I3-(l,l,4-trioxido-4- 
thionaorphoIinyI)propoxy]benzyl}benzenesuIfonamide 

O R f = 0.53 (9% methanol/DCM) 'H NMR (300 MHz, CDC1 3 ) 5 (ppm): 7.65-7.48 (m, 4H), 7.32- 

5 7.16 (m, 1H), 6.91-6.58 (m, 6H), 4.78 (s, 2H), 4.39-3.92 (m, 8H), 3.65 (m, 2H), 2.96 (m, 2H), 2.64 (m, 

2H), 13 C NMR (75 MHz, CDC1 3 ) 8 (ppm): 159.3, 157.9, 156.9, 156.1, 154.5, 139.7, 136.6, 131.4, 
|j 130.3, 129.4, 128.7, 125.7, 125.6, 125.4, 121.5, 120.4, 118.9, 118.5, 117.2, 117.1, 117.0, 116.9, 116.8, 

116.7, 110.8, 69.4, 65.5, 63.4, 50.0, 46.3, 23.0. ESI calculated for C 26 H 2 7C1F 2 0 6 S 2 N 2 [MH+] 601; 
5 Observed: 601. 

jtl EXAMPLE 509 

|P 4-chloro-N-(2,5-difluorophenyl)-N-{2-l3-(l-oxido-l- 

O piperidinyl)propoxy]benzyl}benzenesulfonamide 

R f = 0.45 (9% methanol/DCM) *H NMR (300 MHz, CD 3 OD) 8 (ppm): 7.68-7.54 (m, 4H), 
7.23-6.67 (m, 6H), 6.29-6.22 (m, 2H), 4.26 (m, 2H), 3.70-3.48 (m, 4H), 3.06 (m, 2H), 2.41 (m, 2H), 
2.01-1 51 (m, 9H). ,3 CNMR(75 MHz, CE^OD) 8 (ppm): 158.9 (dd), 157.2, 155.6, (dd), 140.2, 137.0, 
25 131.8, 130.8, 129.9, 129.1, 125.7 (dd), 121.5, 120.7, 118.8 (d), 117.7, (t), 11.4 (t), 111.2, 66.8, 65.0, 
64.5, 50.6, 22.5, 21.6, 20.7. ESI calculated for C 27 H 29 C1F 2 N 2 0 4 S [MH+] 551; Observed: 551. 

EXAMPLE 510 
4-chloro-N-{2-[3-(diethylnitroryl)propo 

R f = 0.49 (9 % methanol in DCM), J H NMR (300 MHz, CD 3 OD) 8 <$m) (d, 2H), 7.61 (d, 2H), 
30 7.19 (t, 1H), 7.02-6.99 (m, 2H), 6.95 (d, 1H), 6.89 (d, 1H), 6.78-6.70 (m, 2H), 4.83 (s, 2H), 4.12 (t, 
2H0, 3.69-3.66 (m, 2H), 3.44-3.40 (m, 4H), 2.37-2.34 (m, 2H), 1.37 (t, 6H). MS calculated for 
C 2 6H29C1F2N 2 0 4 S: 539; Observed: 539. 
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EXAMPLE 511 

General Procedure for the synthesis of quaternary ammonium compounds 

The free base was dissolved in DCM (2 mL/mmol) and excess of Mel (4.0 eq) was added. The 
reaction mixture was stirred at room temperature for 1 h then concentrated under reduced pressure to 
give pure quaternary ammonium compounds. 

EXAMPLE 512 

l-{3-[2-({[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyI}-l- 

methylpiperidinium iodide 

R f = 0.42 (3:1:1 n-BuOH/H 2 0/AcOH) l H NMR (300 MHz, CD 3 OD) £(ppm): 7.69-7.57 (m, 
4H), 7.18-6.59 (m, 7H), 4.80 (s, 2H), 4.16 (t, 2H), 3.88 (m, 2H), 3.59 (m, 4H), 3.18 (s, 2H), 2.37 (m, 
2H), 1.93-1.60 (m,6H). 

EXAMPLE 513 

l-{3-[2-({2,5-dichloro[(4-chlorophenyi)suIfonyl]anilino}methyl)phenoxy]propyl}-l- 

methylpiperidinium iodide 

Rf== 032 (10:l;DCM:methanol). ! H NMR (300 MHz, CD 3 OD) S (ppm):7.74-7.63 (m, 4H), 
7.28-7.18 (m, 3H), 6.93 (d,lH), 6.86 (d, 1H), 6.75 (dd, 1H), 6.64 (dt, 1H), 5.13 (d, 1H), 4.67 (d, 1H), 
4.27-4.26 (m, 1H), 4.11-4.02 (m, 2H), 3.86-3.79 (m, 1H), 3.52 (br m, 4H), 3.22 9s, 3H), 2.40- (far m, 
2H), 1.99-1.64 (m, 6H). MS ESI calculated for Czg^Cy^AS: 581. Observed : 581. 

EXAMPLE 514 

Compounds of the present invention can be prepared using the following general schemes. 

In Schemes 514a, 514b and 514c 5 R 1 is halogen, methyloxytetrahydropyranyl, or a 
methyloxyacyl moiety such as -CH 2 OAc. R 2 is hydrogen or halogen; R 3 is hydrogen, halogen or 
substituted or unsubstituted alkyl; R 4 and R 5 are substituted or unsubstituted hydrocarbyl, substituted or 
unsubstituted heterocycle optionally having one or more double bonds, alkoxy, ether, ester, amide, R 6 
is substituted or unsubstitued hydrocarbyl, or substituted or unsubstituted heterocycle optionally having 
one or more double bonds; n is an integer from 1 up to 4, and Z is heterocycle optionally having one or 
more double bonds. 

Scheme 514a illustrates a general process and shows the production of chiral compounds of a 
key intermediate of Formula E. 
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Scheme 514a 
Synthesis of Intermediate II 
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The Scheme 514a process begins with reduction of 2,5-disubstituted-nitrobenzene (III) to the 
corresponding substituted aniline (IV) which is reacted with an R 3 -substituted benzenesulfonyl halide to 
provide intermediate (V). Treatment of (V) with (S)-4-[[dimethyl(l,l-dimethylethyl)silyl]oxy]-2- 
alkanol gives compound VII which is converted, in turn, to the corresponding alcohol (VHI) and then to 
the halide (II) with bromide being the preferred halide. 



Scheme 514b illustrates several methods of producing some of the Formula I products; i.e., 
when R 1 is halogen, -CH 2 0-2-tetrahydropyran or -CH 2 OAc. 
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Scheme 5 14b 

Preparation of Form ula la Products 
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In Scheme 514b, products (la) can be obtained starting with intermediate compound (II). 
Products (la) can be formed directly from intermediate compound (II) by reaction with nucleophilic 
heterocyclics. Alternatively, intermediate compound (II) can be converted into compounds (X and XI), 
which can then be used to produce products (la) as shown in Scheme 2. 

Scheme 514c shows preparation of Formula I products wherein R 1 is -CH 2 OH. 



Ia: PG = OAc, OTHP lb 

In Scheme 514c, cleavage of acetyl or tetrahydropyran groups from compounds of Formula Ia 
provide Formula lb products wherein R 1 is -CH 2 OH. 

EXAMPLE ?15 

In the following examples, intermediate alcohols were prepared via a Mitsunobu reaction 
between a secondary sulfonamide and a commercially available TBDMS protected chiral diol, followed 
by HF deprotection as described herein. 

4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyI-2-hydroxyethyl]benzenesulfonamide 



CI 

Yield=70%; Colorless viscous oil: IR (neat, CH2CI2) 1504, 1346, 1 164, 1093, 755, 625 cm* 1 ; 
MS (ESI+), 362 (M+H) + . 




z 






o=s=o 
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E XAMPL E 51 6 

4-chIoro-N-(2,5-difluorophenyl)-N-[2-[[[[4-nitrophenylJoxy]carbonyI]oxy]-(R)-l- 

methylethyljbenzenesulfonamide 




CI 



To a solution of 4-ch]oro-N-(2 5 5-difluorophcnyl)-N-f(R)-l-methyl-2-hydroxyethyl] 
benzenesulfonamide (958 mg, 2.65 mmol) in THF (13 mL) and acetonitrile (2 ml) was added pyridine 
(209 mg, 2.65 mmol) followed by 4-nitrophenyl chloroformate (586 mg, 2.92 mmol). The resulting 
mixture was allowed to stir at 22°C for 16 h. The solvents were removed and the product was dissolved 
in ether, washed with water, then brine. The ether layer was dried over MgS0 4 , filtered, and 
concentrated under reduced pressure. Silica gel chromatography (ethyl acetate:hexane, 5-20% ethyl 
acetate gradient) of the concentrate afforded the title compound (1.23 g, yield 88%) as a colorless 
viscous oil. 



EXAMPLE $17 

4-chloro-N-(2,5-difluorophenyl)-N-[2-[[N t -[3-(lb-imidazol-l-yl)propyIamino| carbonyi]oxy]-(r)-l- 

methylethyl]benzcnesulfonamide 




? n 

0= s- o o 




CI 



To a solution of 4-chloro-N-(2,5-diflurophenyl)-N-[2-[[[[4-nitrophenyl]oxy]carbonyl] oxy]- 
l(R)-methylethyl]benzenesulfonamide (580 mg, 1.10 mmol) in methanol (5 ml) was added 3- 
aminopropyl-(lH)-imidazole (276mg, 2.20 mmol). The resulting mixture was allowed to stir at 22°C 
for 16 h s then concentrated under reduced pressure. Silica gel chromatography ( methanol in CH2CI2 
with 0.5% NH4OH, 5-10% methanol gradient) of the concentrate afforded the title compound (344 mg, 

61%) as a pale yellow powder. IR(KBr)1722, 1506, 1345, 1261, 1183, 623 cm" 1 ; MS (ESI+), 513 
(M+H) + . 
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Non basic carbamates shown in the following examples were prepared in an analogous manner 
as described above but were purified via silica gel chromatography (ethyl acetate:hexane 5-50% ethyl 
acetate gradient) of the concentrate. 



EXAMPLE 518 

4-chloro-N-(2,5-difluorophenyI)-N-[2-[[[pyrroiidin-l-yl] carbonyl]oxy]-(R)-l- 
methylethyljbenzenesulfonamide 




CI 



Yield-87%; Colorless viscous oil: IR (neat, CH2CI2) 1704, 1504, 1424, 1352, 1 165, 1092 
cm-1; MS (ESI+), 459 (M+H) + . 



EXAMPLE 519 

4-chloro-N-(2,5-dichlorophenyl)-N-[2-l[N'-[3-(lH4midazol-l-yl)propyIainino] carbonyl]oxy]-(R)- 

1 -methylethyl]benzenesulf onamide 




CI 

Yield=81%; pale yellow powder: IR (neat, CH2CI2) 1718, 1467, 1250, 1169, 1085, 622 cm" 1 ; 
MS (ESI+), 545 (M+H)+ 
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EXA MP LE 52 0 

4-chIoro-N-(2,5-dichlorophenyl)-N-[2-[[[pyrrolidin-l-yl]carbonyl]oxyI-(R)-l- 
methylethyljbenzenesulfonaniide 




C! 

Yield=81%; White solid: IR (KBr) 1702, 1430, 1352, 1174, 1099, 620 cm" 1 ; MS (ESI+), 491 
(M+H) + . 



EXAMPLE 521 

4-chloro-N-(2,5-dichlorophe^ 

(R)-l-methylethyl]benzenesulfonamide 



OH 

/ 




CI 

Yield=81%; Colorless glassine solid: IR (KBr) 1699, 1421, 1356, 1170, 1095, 622 cm' 1 ; MS 
(ESI+), 521 (M+H) + . 
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EXAMPLE 522 

4-chloro-N-(2,5-dichlorophenyl)-N-[2-[[N f -[2-(piperidin-l-yl)ethylammo] carbonyl]oxy]-(R)-l- 

methylethyljbenzenesulfonamide 



CI 

Yield=73%; Colorless glassine solid: IR (neat, CH2CI2) 1723, 1468, 1352, 1 170, 1095, 622 
cm" 1 ; MS (ESI+), 548 (M+H)+ 

EXAMPLE 523 

4-chloro-N-(2,5-dichIorop^ 

Ethylamt no] carbonyl] oxy ] -(R)- 1-methylethyl] benzenesulfonamide 





o-s=o 



O 




CI 



Yield=48%; Pale yellow viscous oil: IR (neat, CH2CI2) 1699, 1467, 1352, 1 170, 1095, 623 cnr 
!;MS (ESI+), 573 (M+H) + . 
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EXAMPLE 524 

4-chloro-N-(2,5-dichlorophe^^ 

l-methylethyl]benzenesulfonamide 




CI 

Yield=46%; White powder: IR (KBr) 1718, 1467, 1348, 1 168, 1095, 622 cm" 1 ; MS (ESI+), 
547 (M+H)+ 

EXAMPLE 525 

4-chloro-N-(2,5-dichlorophen^ 

l-methylethyl]benzenesulfoiiamide 




CI 

Yield=80%; Pale yellow viscous oil: IR (neat, CH2CI2) 1699, 1466, 1354, 1170, 1095, 623 
cm" 1 ; MS (ESI+), 495 (M+H) + . 
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EXAMPLE 526 

4<hloro-N.(2,5-dichlorophenyl)-N-[2-[[[N , -[3-(lH-imidazol-l.yI)propyI]-N f - 
methylamiEo]carbonyl]oxy]-(R)>l-methylethyl]benzenesuIfonamide 




CI 

Yield=50%; Pale yellow gummy solid: IR (neat, CH2CI2) 1699, 1467, 1352, 1 170, 1095, 622 
cm" 1 ; MS (ESI+), 559 (M+H) + . 



EXAMPLE 527 
4-chloro-N-(2-fluoro-5-chlorophenyI)-N-^ 




CI 



Yield-83%; Colorless viscous oil: ER (neat, CH2CI2) 1493, 1345, 1 166, 1054, 758, 622 cm" 1 ; 
MS (ESI+), 378 (M+H) + . 
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EXAMPLE 528 



4-chloro-N-(2-fluoro-5-chlorophenyl)-N-[2-[[[pyrrolidin-l-yl] carbonylJoxy]-(R)-l- 

methy lethy 1] benzenesulf onamide 




CI 

Yield=71%; White powder: IR (neat, CH2CI2) 1704, 1494, 1424, 1352, 1171, 622 cm' 1 ; MS 
(ESI+), 475 (M+H) + . 

EXAMPLE 529 

4-chloro-N-(2-fluoro-5-chlorophenyl)-N-[2-[[N'-[3-(lH-imida2ol-l-yi)propyiamino] 
carbonyl]oxy]-(R)-l-methylethyl]benzenesulfonamide 



CI 

Yield=81%; White powder: IR (KBr) 1720, 1345, 1263, 1 171, 758, 620 cm" 1 ; MS (ESI+), 529 
(M+H) + 




o-s=o 



o 
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EXAMPLE 530 

4-chloro-N<2-fluoro-5-chlorophenyl)-N-[2-l[N'-[2-(lH-imidazol-4-yI)ethylamino]carbonyI]oxy]- 

(R)-l-methyIethyl]benzenesuIfonamide 




CI 

Yield=74%; White powder: IR (KBr) 1716, 1494, 1262, 1 169, 1091, 758 cm" 1 ; MS (ESI+), 
515 (M+H) + . 



EXAMPLE 531 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[2-[[N'-[3-(lH-imidazol-l- 
yl)propylamino]carbonyl]oxy]-(lR)-(2R)-dimethylethyl]benzenesulfonamide 



OH 




CI 

Yield=77%; White solid: IR (KBr) 1715, 1347, 1168, 1091, 757, 627 cm" 1 ; MS (ESI+), 555 
(M+H) + . 
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EXAMPLE 532 
4-Chloro-N-[5-chIoro-2-(hydroxymethy^ 
cyclopropylmethy famino] carbonyl^ 




CI 

Yield=32%; Colorless glassine solid: IR (KBr) 1697, 1477, 1167, 1092, 758, 622 cm" 1 ; MS 
(ESI+), 595 (M+H) + . 



EXAMPLE g33 
4-Chloro-N-[5-chloro-2-(hydroxymet^ 

methylethyI)amino]carbonyl]oxy]-(R)-l-methyIethyl]benzenesuIfonamide 



OH 




CI 

Yield=43%; Beige solid: IR (neat, CH2CI2) 1342, 1166, 1092, 1055, 757, 622 cm" 1 ; MS 
(ESI+), 583 (M+H) + . 
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EXAMPLE 534 

4-chIoro-N-(2,5-dichlorophenyl)-N-[l-(S)-[l-[2-(methyIsulfonyl)ethyI] pyrroIidin-2- 

yl] ethyl] benzenesulfonamide 

O 




CI 




H 

N 



C! ^ N 

The above-named compound was prepared using the preparative scheme described below. 
a-methyl-[N-("ter/-butoxycarbonyl)3-L-prolinoI 



OH Y 




To a solution of (S)-2-acetyl-l-pyrrolidinecarboxylic acid 1,1-dimethylethyl ester [CA 91550- 
08-2] (5.600 g, 26.400 mmol) in ethanol (40 mL) was added sodium borohydride (2.0 g } 53 mmol) 
under nitrogen at 0 °C. The reaction was stirred for 2 h. Ethanol was removed under reduced pressure. 
The concentrate was diluted with ethyl ether (100 mL) and washed with H 2 0 (2x100 mL). The organic 
extract was dried over Na 2 S0 4 , filtered, and concentrated. Silica gel chromatography (1 :5 tol :4 
gradient; ethyl acetate/hexanes) of the concentrate afforded two isomers, designated A, the first eluting 
isomer, (2.050 g, 40%) and the more polar B (1 .537 g, yield = 30%), of the title compound. Isomer B 
was used in the subsequent reaction. 

4-chloro-N-(2,5-dicMorophenyl)-N-[l-(S)-[l-[(l,l-diniethylethoxy) carbonyl]pyrroIidin-2- 

yl] ethyl] benzenesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl) benzenesulfonamide (0.100 g, 0.298 mmol), 
triphenylphosphine (0.230 g, 0.890 mmol), a-methyl-[//-(ter/-butoxy carbonyl)]-L-prolinol, (isomer B, 
0.200 g, 0.890 mmol) in toluene (2 mL) was added diisopropylazodicarboxylate (0.180 g, 0.890 mmol) 
dropwise at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to warm to 22 °C with 
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stirring. After 1 8 h the mixture was washed with sat. NaHC0 3 (4 mL), brine (4 mL) and extracted with 
ethyl ether (4 mL). The organic extract was dried over Na 2 S0 4 and filtered. Silica gel chromatography 
(1:4 ethyl acetate/hexanes) of the concentrate afforded the title compound (0.095 g, yield = 60%), MS 
(ESI) 532. 

4-chloro-N-(2,5-dichlorophenyl)-N-[l-(S)-pyrrolidin-2-yIjethy!]benzene sulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l-(S)-[l-[(l,l- 

dimethylethoxy)carbonyl]pyrrolidin-2-yl]ethyl]benzenesulfonamide (0.095 g, 0.178 mmol) was added 

a solution of 1 : 1 trifluoroacetic acid/CH 2 Cl2 (2 mL) at 22 °C The mixture was stirred for 1 h at 22 °C. 

The solvent and trifluoroacetic acid were removed by reduced pressure to afford the title compound ( 

0.075 g, yield =98%), MS (ESI) 432. 

4-chloro-N-(2,5-dichlorophenyI)-N-[l-(S)-[l-[2-(methylsulfonyl)ethyllpyrrolidin-2- 

y I] ethyl] benzenesulfonamide 

O 

I! 

o=s— 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l-[(S)-pyrrolidin-2- 
yl]ethyl]benzenesulfonamide (0.075 g, 0.174 mmol) in THF (1 mL) was added methyl vinyl sulfone 
(0.060 g, 0.530 mmol) at 22 °C. The reaction was stirred for 18 h. The resulting mixture was washed 
with sat. K 2 C0 3 (2 mL), brine (2 mL) and extracted with ethyl ether (2 mL). The organic solution was 
dried over Na 2 S0 4 , filtered and evaporated. Silica gel chromatography (1:5 ethyl acetate/hexanes) of 
the concentrate afforded the title compound (0.533 g, yield =57%), MS (ESI) 538. 
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EXAMPLE 535 

(RH-ChIoro-N-(5-cMoro^ 

methylpropyl]amino]-l-methyl-5-oxopentyl]benzenesulfonamide 




CI 



5 To a solution of (5R)-5-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]- 

hexanoyl chloride (0.265 g, 0.584 mmol) in THF (3 mL) was added Hunig's base (0.305 mL, 1.75 
mmol) and L-valine methyl ester hydrochloride (0.294 g, 1 .75 mmol) at 22 °C. The reaction was stirred 
at 22 °C temperature for 12 h. The reaction was treated with sat. NaHC0 3 (6 mL) and the aqueous 
*S phase extracted with ether (3X15 mL). The combined organic extracts were dried over MgS0 4 , 
C01O filtered, and concentrated under reduced pressure. Silica gel chromatography (3:7 ethyl 

acetate:Hexanes) of the concentrate afforded the title compound as a light yellow wax (0.233 g, yield 
m -73%). MS (ESI) 547 (M+H). 

y EXAMPLE 536 

O (R)-4-Chloro-N-(5-chIoro-2-fluorophenyI)-N-[5- [N-(S)- [ l-(carboxy)-2-methylpropyI] amino] -1 - 

jjl 5 methyl-5-oxopentyl]benzenesulfonamide 




CI 



To a solution of (R)^-chloro-N-(5-cMoro-2-fluorophenyl)-N-[5-[N-(S)-[l-(methoxycarbonyl)- 
2-methylpropyl]amino]-l-methyl-5-oxopentyl]benzenesulfonamide (0.170 g, 0.310 mmol) in methanol 
(3.5 mL) was added NaOH (IN, 0.450 mL, 0.931 mmol) at 22 °C. The resulting mixture was heated at 
20 reflux with stirring for L5 h. The mixture was acidified with IN HC1 and was extracted with 
chloroform (3 X 20 mL). The combined organic extracts were dried over MgS0 4j filtered, and 
concentrated under reduced pressure to afford the title compound (0.161 g, 97%) as a white powder. 
MS (ESI) 533 (M+H). 
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EXAMPLE S37 



(R)-4-Chloro-NK5-chloro-2-fluorophenyl)-N-[4-[N-(S)-[l<methoxycarbonyl)-2- 
methylpropyI]amino]-l-methyI-4-oxobutyl]benzenesulfonamide 




CI 

In a manner similar to the previous example, the title compound was prepared by reacting (4R) 
4-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentanoyl chloride with L-valine 
methyl ester hydrochloride (71% yield). MS (ESI) 533 (M+H). 

EXAMPLE 538 
(R)-4-ChIoro-N-(5-chloro-2-fl™^ 

methylbutyl]amino]-l-methyI-4-oxobutyI]benzenesulfonamide 



In a manner similar to the previous example, the title compound was prepared by reacting (4R) 
4-|>J-[5<hloro-2-fluorophenyl][(4-cMorophenyl)suIfonyl]amino]pentanoyI chloride with L-leucine 
methyl ester hydrochloride (70% yield). MS (ESI) 547 (M+H). 




CI 
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EXAMPLE 539 

(R)-4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-[5-[N-(R)-[l-(methoxycarbonyl)-2- 
methylpropyIjamino}-l-metfayI-5-oxopentyI]benzenesulfonamide 




F 



CI 



o 



CI 

In a manner similar to the previous example, the title compound was prepared by reacting (5R)- 
5-|>J-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoyl chloride with D-valine 
methyl ester hydrochloride (82% yield). MS (ESI) 547 (M+H). 

EXAMPLE 540 

(R)-4-Chloro-N-(5-chioro-2-flu 

methylbutyl] amino] -l-methyl-5-oxopentyI]benzenesulfonamide 



Ct 

In a manner similar to the previous example, the title compound was prepare by reacting (5R)- 
5-|>f-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoy^ chloride with D-leucine 
methyl ester hydrochloride (73% yield). MS (ESI) 561 (M+H). 

EXAMPLE 541 
(RH-Chloro-N-(5-chloro-2-fl^^ 

methylbutyI]amino]-l-methyI-5-oxopentyl]benzenesuIfonamide 





CI 
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In a manner described herein, the title compound was prepared by reacting (5R)-5-[N-[5- 
chioro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoyl chloride with L-leucine methyl ester 
hydrochloride to afford the title compound (71% yield). MS (ESI) 561 (M+H). 

EXAMPLE 542 

(R)-4-Chloro-N-(5-chloro-2-fluoropfaenyl)-N-[6-[N-(S)-[l-(methoxycarbonyl)-2- 
methylpropyl]amino]-l-methyl-6-oxohexyl]benzenesulfonamide 



In a manner described herein, the title compound was prepared by reacting (6R)-6-[N-[5- 

chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]heptanoyl chloride with L- valine methyl ester 

hydrochloride (85% yield). MS (ESI) 561 (M+H). 

EXAMPLE 543 
(RM-Chloro-N-(5-chloro-2-fluoro^ 

methylbutyI]amino]-l-methyl-6-oxohexyl]benzenesulfonamide 



In a manner described herein, the title compound was prepared by reacting (6R)-6-[N-[5- 
chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]heptanoyl chloride with L-leucine methyl ester 
hydrochloride (89% yield). MS (ESI) 575 (M+H). 




CI 




Ci 
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EX AMP L E 544 

(R)^Chloro-N-(5-chloro-2-fl^ 

methyl-5-oxopentyl]benzenesulfon amide 



In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
N-(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-[ 1 -(methoxycarbonyl)-2-methyIpropyl]amino] - 1 -methyl-5- 
oxopentyljbenzenesulfonamide (90% yield). MS (ESI) 533 (M+H). 



(RH-Chloro-N-(5-chloro-2-fluoro^ 



CI 

In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
N-(5-chloro-2-fluorophenyl)-N-[5-^ 

oxopentyljbenzenesulfonamide (89% yield). MS (ESI) 547 (M+H). 

EXAMPLE 546 

(R)^Chloro-N-(5-cM^ 

methvl-5-oxopentylJbenzenesulfonamide 




CI 



EXAMPLE 545 



methyI-5-oxopentyI]benzenesuIfonamide 





CI 
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In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
N^5^Moro-2-fluorophenyl)-N-[5-[>I-(S)-[Hm 
oxopentyl]benzenesulfonamide (90% yield). MS (ESI) 547 (M+H). 



(R)-4-ChIoro-N-(5-cliloro-2-fluorophenyI)-N-[6-[N-(S)-[l-(carboxy)-2-methylpropyl]amino]-l- 



CI 

In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 

N^5H;hloro-2-fiuorophenyl)-N46-[N-(S)-[l-(methoxycarbonyl)-2-methylpropyl]amino]-l-methyl-6- 
oxohexyl]benzenesulfonamide (85% yield). MS (ESI) 547 (M+H). 

EXAMPLE 548 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[l-(carboxy)-3-methylbutyl}amino]-l- 

methyl-6-oxohexyI]benzenesulfonamide 



CI 

In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
NK5-chloro-2-fluorophenyl)-N46-[N-(S)-[l-(methoxycarbonyl)-3-methylbutyl]am 
oxohexyl]benzenesulfonamide (83% yield). MS (ESI) 561 (M+H). 



EXAMPLE 547 



methyI-6-oxohexyI]benzenesulfonamide 
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EXAMPLE 549 

4-ChIoro-N-[5-chloro-2-(hydroxymethyi)phenyl]-N«[2-[[fmethylamino]carbonyI] oxy]-(R)-l- 

methylethyljbenzenesulfonamide 
OH 




Ci 

To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[2-[[[[4- 
nitrophenyl]oxy]carbonyl]oxy]-(R)-l-methylethyl3benzenesulfonamide (50mg, 0.08mmol) in DMF 
(2.0mL) in a 15mL HOPE cartridge was added methylamine (5.2mg,). The mixture was shaken for 12 
h at 22°C in a 48 well reactor. The mixture was filtered, rinsed with ether to a test tube and 
concentrated by speed vacuum to afford crude 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[2- 
[[[methylamino] carbonyl]oxy]-(R)-l-methylethyl]benzenesulfonamide. The molecular weight of the 
intermediate product was determined by LC/MS. The residue was diluted with methanol (2.0mL) in a 
test tube and K 2 C0 3 was added. The mixture was shaken for 2 hours and filtered. The methanol was 
removed by speed vacuum and the residue was purified by preparative HPLC with 90% methanol/H 2 0 
at 4mL/min. The desired product was concentrated by speed vacuum to afford the title compound. 
Yield-32% colorless oil: LC/MS, 448(M+H); Retention Time, 3.71min. 

The following carbamates were prepared as described in the previous example. They were all 
analyzed by LC/MS. 

EXAMPLE 550 

4-Chloro-N-[5-chloro«2-(hydroxymethyI)phenyl]-N-[2-[[[propylamino]carbonylJ oxy]-(R)-l- 

methylethyI]benzenesulfonamide 
OH 




CI 

Yield=32% colorless oil: LC/MS, 476 (M+H); Retention time, 3.93min. 
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EXAMPLE 551 

4.Chloro-N-[5-chloro-2-(hydroxymethyI)phenyI]-N-[2-[[f 
(M-dimethyl)ethylamino^^ 

OH 




H 

/ ^ ^ ^ ^ ^ ^O^ N 

cr v ^ - - - w 



o=s~o o 




Ci 

Yield=35% colorless oil: LC/MS, 490 (M+H); Retention time, 4.09min. 

EXAMPLE 552 

4.Chloro-N-[5-chIoro-2-(hydroxymethyl)phenyI]-N-[2-[[[dietfaylamino]carbonyl] oxy]-(R)-l- 

methylethyl] benzenesulf onamide 
OH 




^ ^ ^ ^ >\ O N 

c, Y " 

O^S-O O 




Ci 

Yield=26% colorless oil: LC/MS, 490 (M+H); Retention time, 4.08min. 

EXAMPLE 553 

4-Chloro-N-[5-chIoro-2-(^ oxy]-(R)-l- 

me thylethyl] b enzenesulf o namide 
OH 



O^ . NH 




cr — ^ — Y 
o=s=o o 





CI 

Yield=15% colorless oil: LC/MS, 516 (M+H); Retention time, 4.23min. 
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EXAMPLE 554 

4-Chloro-N-[5-chEoro-2<hydrox^ 

propyIamflno]carbonyI]oxy]-(R)-l-methylethyl]benzenesulfonamide 



OH 




CI 

Yield=30% colorless oil: LC/MS, 542 (M+H); Retention time, 4.80min. 

EXAMPLE 555 

4-Chloro-N-[5-chloro-2«(hydroxymethyl)phenyll-N-[2-[[[isopropylamino] carbonyI]oxy]-(R)-l- 

methy I ethyl Jbenzenesulfon amide 



OH 




CI 

Yield=30% colorless oil: LC/MS, 476 (M+H); Retention time, 3.92min. 

EXAMPLE 556 

4-Chloro-N-[5-chIoro-2-(hydroxymethyl)phenyl]-N-[2-[[[pyrrolidin-l-yl] carbonyI]oxy]-(R)-l- 

methylethyl]benzenesulfonamide 



OH 




CI 

Yield=32% colorless oil: LC/MS, 488 (M+H); Retention time, 4.20min 
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EXAMPLE 557 

4-ChIoro-N-[5-chloro-2-(hydroxym carbonyljoxy]. 

(R)-l-methyiethyl]ben2enesulfonamide 



OH 




Ci 

Yield=33% colorless oil: LC/MS, 490 (M+H); Retention time, 4,05min. 

EXAMPLE 558 
4-Chloro-N-[5-chloro-2-(hydroxymeto 

methylethyljbenzenesulfonamidc 



OH 




CI 

To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[2[[t[4- 
nitrophenyl]oxy]carbonyl]oxy]-(R)-methylethyI]ben2enesulfonainide (0.85g, 0.14 mrnol) was added 
ethylamine (0.13g, 0.28mmol) in DMF (2mL). The resulting mixture was allowed to stir at 22°C for 12 
h and concentrated under reduced pressure. The mixture was diluted with methanol/ H 2 0 (2mL ), 
followed by the addition of K 2 C0 3 . The mixture was filtered and the solvent was removed. Silica gel 
chromatography (30% ethyl acetate/hexanes) of the concentrate afforded the title compound. 
Yield=90% colorless oil: MS (ESI+), 462 (M+H). 

The following carbamates were prepared as described in the previous example. 
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EXAMPLE 559 

4-Chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[3-[[N'-[3-(lH-imidazoI-l-yI) 

propylamino]carbonyl]oxy]-(R)-l-methylpropylJbenzenesu!fonamide 

OH 

o=s=o 

CI 

Yield=70% colorless oil: MS (ESI+), 556 (M+H). 

EXAMPLE 56(1 

^Chloro-N-fS-cIiloro-l-ChydroxymethyOphenylJ-N-P-IIN'-IZ-ClH-imidazoI-l-yO 
ethylamiii(»]carbonyl]oxy}-(R)-l.methylpropyl]beii2enesulfonamide 

OH 

iV ? s ^ 

o=s=o 

<> 

Ci 

Yield=75% colorless oil: MS (ESI+), 542 (M+H). 

EXAMPLE 561 
4-Ch!oro-N-[5-cfaIoro-2-(hydroxym^^ 

ethylamiiiio]carbonyI]oxy]-(R)-l-methyIbutyIlbeii2enesuIfonaniide 

T 

CI 

Yield=70% colorless oil: MS (ESI+), 556 (M+H). 
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EXAMPLE 562 

4-Chloro-N-[5-chloro-2-(h^ 

propylaminoJcarbonyI]oxy]-(R)«l-methylbutyl]benzenesulfonamide 
OH 




Yield-75% colorless oil: MS (ESI+), 570 (M+H). 



EXAMPLE 563 
4-ChIoro-N-[5-chIoro-2-(hydroxymethyI)ph^^ 

ethyIamiao]carbonyl]oxy]-(R)-l-methyIethyl]benzenesuIfonamide 
OH 



CI 




^O^ . 

1 ^ Y 

o=s=o o 



N 




CI 



Yield=70% colorless oil: MS (ESI-), 567 (M-H). 



15 



EXAMPLE 564 

4-Chloro-N-[5-chloro-2-(^ oxy]-(R)-l- 

methylbutyljbenzenesulfonamide 
OH 




Yield=70% colorless oil: MS (ESI+), 516 (M+H). 
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EXAMPLE 565 

4-Chloro-N-15-chloro-2-^ 

methylamino]carbonyI]oxyI-(R)-l-methylbutyI]benzenesuIfonamide 



CI 

Yield-65% colorless oil: MS (ESI+), 520 (M+H). 

EXAMPLE 566 

4-ChIoro-N<2-fluoro-5-chlorophenyI)-N-[2.{[N , -[3-(lH«tetrazol-l-yl)propylamino] 
carbonyl]oxy]-(R)-l-methylethylJbenzenesulfonamide 



Ci 

Yield=76% colorless oil: MS (ESI+), 532 (M+H). 

EXAMPLE 567 
4-Chloro-N-(2-fluoro-5-chloropheny^ 

carbonyl]oxy]-(R)-l-methylethyl]benzenesulfonamide 



OH 





o-s=o 



O 





o=s=o 



O 




Ct 



Yield=70% colorless oil: MS (ESI+), 532 (M+H). 
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EXAMPLE 568 

4-chloro-N-(5-chIoro-2-fluorophenyl)-N-[[(lR)-l-(chIorocarbonyI)]ethyl] 

benzenesulfonamide 
F 

.CI 



CI 





CI 

To a stirred solution of 4-chloro-N-(5-chloro-2-fluorophenyl)sulfoanilide (10 g, 31.23 mmol), 
triphenylphosphine (12.5 g, 45.99 mmol), and ethyl-(s)-lactate (5.43g„ 45.99mmol) in THF (300 mL) 
was added diethylazodicarboxylate (1 1.94, 68.62 mmol) dropwise at 0 °C under nitrogen. The reaction 
mixture was allowed to warm to room temp and stirred for 18 h. and further diluted with ethyl acetate 
(1 L) and washed with water ( 2 x 500 mL), brine (1 x 500 mL) and dried over MgS0 4 . Filtration and 
concentration in vacuo, followed by silica gel chromatography (5% ethyl acetate / hexane) of the 
concentrate produced the 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(ethoxycarbonyl)]ethyl]- 
benzenesulfonamide compound, in 80 % yield (10.5g). 

To the solution of above ester (2 g, 4.76 mmol) in THF:MeOH:H 2 O/50:20:5 was added 
Lithium hydroxide (0.29g, 7.14mmol) and further stirred the reaction mixture for 2h. The reaction 
mixture was diluted with IN HC1 (100 mL) and then extracted with ethyl acetate(2 x 150 mL). The 
organic layer was washed with brine and dried over MgS0 4 , filtered, and concentrated to give 4-chloro- 
N-(5-chloro-.2-fluorophenyl)-N-[(lR)-l-(carboxyethyl)]benzenesulfonamide as white solid in 75 % 
yield (1.4g). *H NMR (DMSO) 7.92-7.29 ( m, 7 H), 4.60-4.58 (d, 1 H), 4.04-4.01 (q, 1 H), 1.11-1.09 
(d 5 2 H), MS (ESI+) 391.87 (M + H) + . Further, the resulting carboxylic acid (1.3g , 3 JlmmoL) was 
dissolved in CH 2 C1 2 (50 mL) and DMF (0.3 mL) and oxalyl chloride (0.34mL, 3.97 mmoL ) was added 
to it. The resulting reaction mixture was stirred at rt for 1 h. It was then concentrated under reduced 
pressure to provide the title compound in 95 % yield. 
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E XAMPL E 569 
4-Chloro-N-(5-chloro-2-Huorophenyl)-N.[(lR)-l- 
[(butylamino)carbonyl]ethyl]benzenesulfonamide 

.CI 



PCT/US00/04560 




To the solution of N-butylamine (5.5 mg, 0.075 mmol) in 1,2 dichloroethane( 0.75 mL) in a 
minireactors was added 2% cross linked poly(4-vinyl pyridine) (12.00 mg, 0.105 mmol) resin and 
solution( 0.1 M) of 4-chIoro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzene- 
sulfonamide (12.30 mg, 0.030mmol) in 1,2 dichloromethane. The mini reactor was stirred on the shaker 
for 12 h, followed by quenching the reaction mixture with SCX ( 92 mg, 0.06mmol ) resin and further 
stirred on the shaker for additional 18 h. Filtered off the resin and washed the resin 1,2 dicMoroethane 
(2 x 0.2mL ) and combined solvent was collected in microtube and evaporated and the product was 
analyzed by HPLC using the column YMC S7 CI 8 (3.0 x 50 mm) with a flow rate of 5.0 mL/min and 
gradient time of 2.0 min., using the solvent composition of 10% MeOH - 90% H 2 0 - 0.1% TFA , 90% 
MeOH -10% H 2 0 - 0.1% TFA. The title compound was obtained with 77% purity in 54% yield; MS 
(ESI) 446.98 (M+H); R f = 1.87. 

EXAMPLE 570 
4-Chloro-N-(5-chIoro-2-fiuorophenyl)-N-[(lR)-l-[[[2-(4- 
morpboUnyI)ethyl]amino]carbonyl]ethyl]benzenesulfonamide 




In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4-(2- 

aminoethyl)morpholine (25% yield); MS (ESI) 503.99 (M+H); R f 1.70. 
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EXAMPLE 571 
4-Chloro-N-(5-ch!oro-2-fluorophenyl)-N.[(lR)-l-[[(3,3« 
diphenylpropyl)amino]carbonyl]ethyI]benzenesuIfonamide 

XI 



PCT/USOO/04560 




In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 3,3- 

diphenylpropylamine (94% yield); MS (ESI) 584.96 (M+H); R f 2.1. 

EXAMPLE 572 



4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[(lR)-l- 
[[(cyclopropylmethyl)amino]carbonyl]ethyl]benzenesulfonamide 



CI 



CI 



H 3 C N / 

In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 




° !> 



(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyI]benzenesulfonamide 
(aminomethyl)cyclopropane (47% yield); MS (ESI) 444.95 (M+H); R f 1.80. 



with 
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EXAMPLE 573 
4.Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[[2-(4- 
pyridinyl)ethyl] amino] carbonyl] ethyl] benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N<5-chloro-2-fluorophenyl)-N^ w j t h 4 . 

(2-aminoethyl)pyridine (30% yield) MS (ESI) 495.92 (M+H); R f 1.49. 

EXAMPLE 574 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[[2-(2,4- 
dichlorophenylethyl]amino]carbonyl]ethyl]benzenesulfonamide 

.CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cWoro-N-(5-chloro-2-fluorophen^ with 
2,4-dicMorophenethylamine. (>95% yield); MS (ESI) 562.84 (M+H); R f 2.12. 
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EXAMPLE 575 
4-Chloro-N-(5-chloro-2-fluorophenyi)-N-[(lR)-l. 
[ [(ad a mant ylmeth yl)amin o ] carbonyl] ethyl] benzcncsulfonamide 





o=s=o 



N ^ - CI 




F' 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 1- 
adamantanemethylamine (> 95% yield); MS (ESI) 538.98 (M+H); R f 2.17. 

EXAMPLE 576 
4-Chloro-N-(5-chloro-2-fluorophenyi)-N-[(lR)-l- 
[(cyclopentyIamino)carbonylIethyI]benzenesulfonamide 

CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cMoro-N-(5-chloro-2-fluoropheny with 
cyclopentylamine (61% yield) MS (ESI) 458.98 (M+H); R f 1.88. 
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EXAMPLE 577 
4-ChIoro-N-(5-chIoro-2-fluoropheny!)-N-[(lR)-l- 
[(cy clohexy lami n o) car bo nyl] ethyl] benzenesulfonamide 



PCT/US00/04560 




5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[t( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
cyclohexylamine (>95% yield); MS (ESI) 473.00 (M+H); R f 1.95. 

EXAMPLE 57K 
4-Chloro-N-(5^hIoro-2-fluoropte^ 
0 iiaphthalenyl) amino 1 carbonyl] ethyl] benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N<5-chloro-2-fluorophenyl>^ 1,2,3,4-- 
tetrahydro-l-naphthylamine (> 95% yield); MS (ESI) 520.96 (M+H); R f 2.02. 



WO 00/50391 2g6 PCT/US00/04560 

EXAMPf .F S7Q 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(2,3-dihydro-lH- 
indenyl)amino]carbonyl]ethyl]benzenesuIfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-cnloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
aminoindan (86% yield); MS (ESI) 506.96 (M+H); R f 1.97. 

EXAMVT,F, 580 

4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[(lR)-l-[l(lH-indazol-5-yI) 
amino]carbonyl]ethyI]benzenesuIfonamide 

CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-cWoro-N<5-cWoro-2-fluorophenyl)-N-[[(lR)-l-(cWorocarbonyl)]ethyl]benzenesulfonanu with 5- 
aminoindazole (97% yield); MS (ESI) 506.95 (M+H); R f 1.74. 
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EXAMPLE 581 
4-ChIoro-NK5-chIoro-2-nuoro^ 

methylbutyl] amino] car bonyl] ethyl jbenzenesulfonaniide 



PCT/US00/04560 




S) 



In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro.2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
amino-5-diethylaminopentane (< 95% yield); MS (ESI) 532.03 (M+H); R f 1.58. 

EXAMPLE 582 
4-Chloro-N-(5-cfaloro-2-fluorophenyl)-N-[(lR)-I-[[[(4- 
pyridinyl)methyl]amino]carbonyl]ethyl]benzenesulfoiiamide 




15 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cHoro-N<5-chloro-2-fluorophenyl^ with 4- 

(aminomethyl)pyridine (28 % yield);MS (ESI) 481.93 (M+H); R f L69. 

EXAMPLE 583 

4-CInloro-N-(S-chIoro-2-fluorophenyI)-N-[(lR>l-[[[(2 ? 6- 
dichorophenyI)ethyl] amino] carbonyl] ethyl] be nzenesulf on amide 

.CI 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-NK5-chloro-2-fluoroph^ ^ 
2,6-dichorophenethylamine (94% yield); MS (ESI) 562.98 (M+H); R f 2.04. 

EXAMPLE 584 

4-Chloro-N-(5-chIoro-2-fluorophenyI)-N-l(lR)-l-[[[2-[N-ethyl-N-(3- 
methylphenyI)amino]ethyI]carbonyI]ethyl]benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-NK5-chloro-2-fluorophe with N _ 

(2-aminoethyl)-N-ethyl-M-toluidine (< 95% yield); MS (ESI) 551.99 (M+H); R f 1.72. 

EXAMPTF5S5 

4-ChIoro-N-(5-chIoro-2-fluorophenyl)-N.[(lR)-l-[I(4-tert-butylcycIohexyl) 
amino] carbonyl] ethyljbenzenesulfonamide 




In a maimer similar to previous examples, the title compound was prepared by the reaction of 
4-cWoro-N-(5-chloro-2-fluorophenyI>^ ^th 4- 

tert-butylcyclohexylamine (>95% yield); MS (ESI) 529.03 (M+H); R f 2.20. 
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EXAMPLE 586 
4-Chloro-N-{5-chloro-2-fluoropheiiyl)-N-[(lR)-l-[[[2-(2- 
thi eny l)ethyl] amino] carbo ny I] ethyl] benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyO with 2- 

thiopheneethylamine (>95% yield); MS (ESI) 500.91 (M+H); R f 1.90. 

EXAMPLE 587 
4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-[(lR)-l-[[(2- 
phenoxyethyl)amino] carbonyl] ethyl] benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cWoro-N-(5-chloro-2-fiuorophenyI)-^ with 2- 

phenoxyethylamine (>95% yield); MS (ESI) 510.95 (M+H); R f 1.92. 
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EXAMPLE 588 

4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[(lR)-l-[[[(13-beii2odioxoI-5 
yl)methyl] amino] carbonyl ] ethyl] benzenesulfonamide 



PCT/US00/04560 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[{ 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
3,4-methylenedioxybenzyIamine (>95% yield); MS (ESI) 524.93 (M+H); R f 1.84. 

EXAMPLE 589 
4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[ (1R)-1-U(3- 
ethoxypropyI)amino] carbonyl] ethyl] benzenesulf onamid 

.CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cMoro-N<5-chloro-2-fluorophenyO with 3- 

ethoxypropylamine (>95% yield); MS (ESI) 476.99 (M+H); R f 1.79. 
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E XAMPLE $90 
4-Chloro-N-(5-chIoro-2-fluorophenyI)-N-[(lR)-l-[[[(2- 
tetrahydrofur an yl)met hyl] amino] carbonyl] ethyl] b cnzenes ulfo namide 



PCT/US00/04560 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)4-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
tetrahydrofurfurylamine (93% yield); MS (ESI) 474.99 (M+H); R f 1.75. 

EXAMPLE 591 
4-Cltiloro-N-(5-chloro-2-fluorophenyI)-N.[(lR)-l-[[[3-(4. 
morpholinyl)propyl]amino]carbonyl]ethyl]benzenesulfonamide 

XI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cMoro-N<5-chloro-2-fluorophenyl)^ with 4- 

(3-aminopropyl)morpholine (44% yield); MS (ESI) 518.00 (M+H); R f 1.51. 
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EXAMPLE 592 

4-Chloro-N-(5-chloro-2-fluo™^ 

yl] methyl] amino] carbonyl] ethyl] benzenesulfon amide 





\ Hih 
F H 3 C O 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with (-)- 
cis-myrtanylamine (>95% yield); MS (ESI) 527.01 (M+H); R f 2.14. 



EXAMPLE 593 
4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[ (lR)-l-[ [(4- 
phenylbutyl)amino]carbonyI]ethyl]benzeaesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N- [[( 1 R)- 1 -(chlorocarbonyl)] ethyl] 

benzenesulfonamide with 4-phenylbutylamine (>95% yield); MS (ESI) 522.98 (M+H); R f 2.03. 
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EXAMPLE 594 

4-Ch!oro-N-(5-chIoro-2-fluorophenyl)-N-[(lR)-l-Ut2-(4-methylphenyI)ethyl 
amino] car bonyl] ethyl] benzenesulfonamide 
CH 3 



PCT/US00/04560 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
(p-tolyl)ethylamine (69% yield); MS (ESI) 508.95(M+H); R f 2.01. 



EXAMPLE 595 
4-Chloro-N.(5-chIoro-2-fluorophenyl)-N-[(lR)-l-[[[2-(4- 
flurophenyl)ethyl]amino]carbonyl]ethyl]benzenesulfonamide 
F 




In a manner similar to previous examples, the title compound was prepared by the reaction of. 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
fluorophenethylamine (68% yield); MS (ESI) 512.94 (M+H); R f 1.94. 
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EXAMPLE 596 

4-Cfaloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(2,6-difluorophenyImethyl) 
amino]carbonyI]ethyl]benzenesulfonamide 

CI 



PCT/USOO/04560 




with 



H 3 C ~ ' \ // 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N<5-chloro-2-fluorophen^ 

2,6-difluorobenzylamine (75% yield); MS (ESI) 516.93 (M+H); R f 1.86. 

EXAMPLE 597 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-ll(3-hydroxy-2,2- 
dimethylpropyl)amino]carbonyl]ethyl]benzenesulfonamide 

.CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cMoro-N^5-chloro-2-fiuorophen^ ™& 
neopentanolamine (73% yield); MS (ESI) 476.99 (M+H); R f 1.74. 

EXAMPLE 598 

4-Chloro4NK5-chloro-2-fl™ 

phenyIamino]carbonyllethyI]benzenesulfonamide 

NH 2 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with N-phenylethylenediamine (>95% yield ); MS (ESI) 509.97 (M+H); R f 1.72. 

EXAMPLE 599 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(3-iodophenylmethyl) 
amino] carbonyl] ethyl] benzenesulfonamide 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl] 
benzenesulfonamide with 3-iodobezylamine(>95% yield); MS (ESI) 606.78 (M+H); R f 2.01. 

EXAMPLE 600 
4.Chloro-N-(5-chIoro-2-fluorophenyI)-N-[(lR)-l-[[[2-(4- 
hydroxyphenyl)ethyl]amino]carbonyl]ethyl]benzenesulfonamide 
OH 



cr 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cMoro-N-(5-chloro-2-fluorophenyl)-N^^ with 
tyramine (44% yield); MS (ESI) 510.94 (M+H); R f 1.73. 



CI 
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EXAMPLE $01 
4-Chloro-N-(5-chIoro-2-fiuorophenyl)-N-[(lR)-l-[[[(3- 
pyridinyl) methyl] amino] carbonyl] ethyl] benzenesulfonamide 



PCT/US00/04560 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyI] 

benzenesulfonamide with 3-(aminomethyl)pyridine ( 15% yield ); MS (ESI) 48L95 (M+H); R f 1.49. 

EXAMPLE 602 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[ (lR)-l-[[[(3-(N,N-dibutylamino)propyl]amino] 

carbonyl] ethyl] benzenesulfonamide 
H 3 C. 



H 3 C 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N- [[( 1 R)- 1 -(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 3-(dibutylamino)propylamine (>95% yield ); MS (ESI) 560.04 (M+H); R f 
1.74. 
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EXAMPLE 603 

4-Chloro-N-(5-chloro-2-fiuorophenyl)-N-[(lR)-l-[[(3,4-difiuorophenylmethyI) amino] carbonyl] 

ethyl] benzenesulfo namid e 
F F 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
3,4-difluorobenzylamine (>95% yield); MS (ESI) 516.93 (M+H); R f 1.91. 



EXAMPLE 604 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[ (lR)-l-[[(5-hydroxy-l,5-dimethylhexyl) amino] 

carbonyl]ethyl]benezenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with heptaminol hydrochloride (22% yield);MS (ESI) 519.01 (M+H); R f 1.69. 
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EXAMPLE 605 
4-Chloro-N-(5-chloro-2-fluorophe^ 

carbonyl] ethyljbenzenesulf onamide 
CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 2-amino-4-chlorophenol (50% yield); MS (ESI) 516.87 (M+H); R f 1.93. 

EXAMPLE 606 

4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[ (lR)-l-[(tetradecylamino)carbonyI]ethyI] 

benzenesulfonamide 



H 3 C. 



? H 3 O 





CI 



IT *_ 



CI 




o 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cWoro~N-(5-chloro-2-fluorophenyl>^ with 1- 

tetradecylamine (38% yield).; MS (ESI) 587.07 (M+H); R f 2.73. 
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EXAMPLE 607 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[ (lR)-l-[[(trans-4hydroycyclohexyI)a!nino] 

carbonyljethyljbenzenesulfonamide 
CI 




1=01 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with trans-4-aminocycIohexanol hydrochloride (29% yield); MS (ESI) 488.99 
(M+H); R f 1.69, 

EXAMPLE 608 

4-Chloro-N-(5-chloro-2-fluorophenyI)-N-l(lR)-l-[[[2-(2-pyridinyl) 
amino] carbonyl) ethyl] benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N- [ [( 1 R)- 1 -(chlorocarbony l)]ethyl]benzenesulfonamide with 2- 
1 5 (2-aminoethyl)pyridine (>95% yield);MS (ESI) 495.96 (M+H); R f 1 .69. 
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EXAMPLES 

4-CWoro-N-(5-cMoro-2-fluorophenyI)-N-[ (lR)-l-[[[3-(2-methyl-l-piperidinyl) 
amino] carbonyl] ethyl] benzenesulfonamide 

CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with l-(3-aminopropyl)-2-pipecoline (>95% yield); MS (ESI) 529.98 (M+H); R f 
1.68. 

EXAMPLE 610 

4-Chloro-N-(5-chIoro-2-fluorophenyl).N-[(lR)-l-[[l(2-pyridinyl)methyi 
amino]carbonyl]ethyljbenzenesulfonamid 




Li a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 2-(aminomethyl)pyridine (>95% yield); MS (ESI) 482.04(M+H); R f 1.69. 
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4-Chioro-N-(5-cfaloro-2-fluorophenyl)-N-[(lR).l-[[(4- 
methylcyclohexyI)amino]carbonyl]ethyl]benzenesulfonamide 

CI 



PCT/USOO/04560 




H 3 C N — ^ ; CH 3 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
methylcyclohexylamine (>95% yield); MS (ESI) 487.00 (M+H); R f 2,01. 

EXAMPLE $12 

4-ChIoro-N-(5-chloro-2-fluorophra^ 

ethyl] amino] carbonyl] benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 
benzenesulfonamide with S-benzyl-L-cysteinol (75% yield); MS (ESI) 570.93 (M+H); R f 1.95. 

EXAMPLE 613 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[ (lR)-l.[[(2-hydroxy-l,l-dimethylethyl) 
amino] carbonyl] ethyl]b enzenesulf onamide 

.CI 



H 3 C 

h 3 cHT 




9 H 3 o 



w 
o 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 2-amino-2-methyl-l-propanol (58% yield);MS (ESI) 462.96 (M+H); R f 
1.71. 

EXAMPLE 614 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[(cycloheptyIamino)]carbonyI]ethyl] 

benzenesulfonamide 
CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cUoro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
cycloheptylamine (83% yield);MS (ESI) 487.00 (M+H); R f 2.00. 

EXAMPLE 615 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(4-oxapentyl)amino]carbonyIlethyIl 

benezenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 3-methoxypropylamine (96% yield); MS (ESI) 462.97 (M+H); R f 1.73. 
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EXAMPLE 616 
4-Cfaloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(3- 
methyIcyclohexyl)anMno]carbonyl]ethyl]benezenesulfonamide 



CI 




5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R> 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 3 - 
methylcyclohexylamine (76% yield); MS (EST) 487.01 (M+H); R f 2.01. 

| EXAMPLE 017 

yO 4-ChIoro-N^5-chloro-2-^ 

~S( 0 p henoxy] butyl] amino] carbonyl] ethyl] benzenesulf onamide 

ru ch 3 




In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-cMoro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 4-(2 ? 4-di-tert-amylphenoxy)butylamine (94% yield); MS (ESI) 679.1 
15 (M+H); R f 2.60. 
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E XAMPLES 

4-Chloro-N-(5-chloro-2-fluorophenyI).N-[(lR)-l-[[[l-(hyroxymethyl)-2- 
methy lpropyl] amino] car bonyl] ethyl] benzenesuifonamide 

.CI 

CH 3 
HO 
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H 3 C 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1R)- 1 -(chlorocarbonyl)]ethyI]benzenesulfonamide with 
DL-valinol (66% yield);MS (ESI) 477.00 (M+H); R f 1.77. 

EXAMPLE 619 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[{(6-hydroxyhexyl)amino]carbonyl ]ethyl] 

benzenesuifonamide 

XI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cWoro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyI]benzenesuIfonamide with 6- 
amino-l-hexanol (39% yield);MS (ESI) 490.98 (M+H); Rf 1.72. 



EXAMPLE 620 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(lRHl- 
cyclohexylethyl) amino] carbonyl] ethyl] benzenesuifonamide 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
(R)-(-)-l-cyclohexylethylamine (76% yield);MS (ESI) 501.00 (M+H); R f 2.07. 



EXAMPLE 621 

4-Chloro-N-(5-chloro-2-fiuorophenyl)-N-[(lR)-l-[[[(2-(piperidinyl)ethyl] 
amino] carbonyl] ethyljbenzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 1- 
(2-aminoethyl)piperidine (20% yield); MS (ESI) 502.05 (M+H); R f 1.69. 

EXAMPLE 622 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[[2-(4- 
methoxyphenyl)ethyl]amino]carbonyi]ethyl]benzenesulfonamide 
XH 3 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)^ with 4- 

methoxyphenethylamine (64% yield); MS (ESI) 524.97 (M+H); R f 1.91. 
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E XAMPLE 62 3 

4-Chioro-N-(5-chloro-2-fl^ 

amino] car bony 1] ethyl] benzenes ulfonamide 



N + — O* 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5 -chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethy l]benzenesulfonamide with 2- 
(2-aminoethylamino)-5-nitropyridine (>95% yield); MS (ESI) 555.93 (M+H); R f 1.80. 



EXAMPLE 624 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[[(lS)-2hydroxy-l- 
(phenylmethyl)ethyl] amino] carbonyl] ethyl] benzenesulfonamide 

.CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)- l-(chlorocarbonyl)]ethyl]benzenesulfonamide with L- 
phenylalaninol (75% yield); MS (ESI) 524.96(M+H); R f 1.87, 



WO 00/50391 



PCT7US00/04560 



307 

EXAMPLE 625 

4-Chloro-N-(5-chIoro-2»fluorophenyl)-N-[(lR)-l-[[(2,5-difluorophenylmethyl) ami no J car bony I 

] ethyl] benzenesulf onamide 
CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
2,5-difluorobenzylamine (93% yield); MS (ESI) 516.93 (M+H); R f 1.88. 



EXAMPLE 626 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[l(2- 
thienyl)methyl] amino) carbonyl] ethyl] benzenesulf onamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cMoro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyI]benzenesulfonamide with 2- 
aminomethylthiophene (67% yield); MS (ESI) 486.91 (M+H); R f 1.84. 
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EXAMPLE 627 

4-ChIoro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[K2R)-(bicyclot2.2.11hept-2- 
yl)amino]carbonyl]ethyI]benzenesulfonamide 
CI 




CI 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 

exo-2-aminononobornane (77% yield); MS (ESI) 485.00 (M+H); R f 1.96. 



In a manner similar to previous examples, the title compound was prepared by the reaction 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 2-fluorophenethylamine (80% yield); MS (ESI) 512.94 (M+H); R f 1.93. 

F Y AMPLE 629 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[l(4-hydroxybntyI) 
amino] carbonyl] ethyl]benzenesuIfonamide 

^Cl 



EXAMPLE 628 
4-Cfaloro-N-(5-chloro-2-nuorophenyI)-N-{(lR)-l-[[[(2- 
nuorophenyl)ethyl}amino]carbonyl}ethyllbenzenesuIfonamide 





WO 60/50391 



309 



PCT7US00/04560 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5 -chloro-2-fluorophenyl)-N- [ [( 1 R)- 1 -(chlorocarbonyl)] ethy I]benzenesulfonamide with 4- 
amino-l-butanol (24% yield); MS (ESI) 462.97 (M+H); R f L63. 

EXAMPLE 630 
4-Chloro-N-(5.chIoro-2-fluorophenyI)-N.[(lR).l-[[(4- 
methoxyphenylmethyI)amino]carbonyIlethyl]benzenesuIfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]ben2enesulfonamide with 4- 
methoxybenzylamine (60% yield); MS (ESI) 510.95 M+H); R f 1.86. 

EXAMPLE 631 
4-ChIoro-N-(5-chloro-2-nuorophe^ 

amino] carbonyl] ethyl] benzenesulfonamide 
Ci 




CH 3 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chl oro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R> 1 -(chlorocarbonyl)] ethyl]benzenesulfonamide with 
3 AS-trimethoxybenzylamine (94% yield); MS (ESI) 570.95 M+H); R f 1.80. 
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EXAMPLE $32 

4-Chloro-N-(5-chloro-2-nuor 

phenylmethy 1] amino] carbonyl] ethyl] benzenesulfonamide 




CI 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5 -chloro-2-fluorophenyl)-N- [[( 1 R)- 1 -(chlorocarbony I)]ethyl]benzenesulfonamide with 2- 
(2-(aminomethyl)phenylthio)benzylalcohol (>95% yield); MS (ESI) 618.95 (M+H); R f 1.97. 

EXAMPLE 633 

4-ChIoro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(2,6-dimethoxyphenylmethyI) 
amino] carbonyl] ethyl] benzenesulfonamide 
CI 




CH 3 



/ 

H 3 C 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chIoro-N-(5 -chloro-2-fluorophenyl)-N- [[(1 R)- 1 -(chlorocarbony 1)] ethyl]benzenesulfonamide with 
2,6-dimethoxybenzylamme (>95% yield); MS (ESI) 540.96 (M+H); R f 1.95, 
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EXAMPLE 634 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(3,5-dichorophenylmethyl) 
amino] carbonyl] ethyl] benzenesulf onamide 
CI 




CI 



5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-cMoro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 3,5- 
^ dichlorobenzylamine (65% yield); MS (ESI) 548.81 (M+H); R f 2,07. 

^ EXAMPLE 635 

O 4-Chloro-N-(5-chloro-2-fluorophenyl^ 

fl| y l)phenylmethyl] amino] carbonyl] ethyl] benzenesulfonamide 

^ In a manner similar to previous examples, the title compound was prepared by the reaction of 

ffj 4-cWoro-N<5-chloro-2-fluorophen^ with 
^ R4<l,234hiadiazol-4-yl)benzylamine (84% yield);MS (ESI) 564.91 (M+H); R f 1.82. 

g EXAMPLE 636 

In Vitro Cell-Based Assay of Inhibitors of Amyloid (J Production 

Transfected H4 (human neuroglioma) cells stably expressing APP constructs are used to 
identify and assess inhibitors of Ap production. In brief, cells lines are exposed to compounds, and the 
effect of each compound on amyloid p production is determined by measuring the amount of amyloid P 
20 produced using an enzyme linked immunosorbent assay (ELISA) that detects amyloid p (see, for 
example, Seubert et al, (1992) Nature, 222:325-327), 

Transfected cells that stably express wild-type and variant forms of APP are plated in 96-well 
format plates at a density sufficient for the rapid detection of the secreted amyloid p (experimentally 
predetermined for a particular stable cell population). Cells are plated at least six hours prior to the 
25 introduction of the test compound at which time the growth medium is replaced by fresh medium 
containing the compound to be tested. All synthetic agents are initially screened at doses ranging from 
10-100 uM, Higher dilutions of agents can be used to minimize cytotoxicity. Incubation of cells with a 
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test compound continues for approximately 16 hours at which time aliquots of medium from each well 
are removed and assayed for amyloid p. 

ELISA is carried out by methods known in the art (see, e.g., Haass et aL, Antibodies: A 
Laboratory Manual ', Harlow and Lane, Editors, Cold Spring Harbor Press, 1988) The capture antibody 
is typically a mouse monoclonal (lgGl/kp-APPa) which recognizes the carboxyl terminal epitope of 
amyloid p. The specificity of the capture antibody insures measurement of amyloid p without 
interference from other secreted APP fragments that share amino acid sequence (amyloid p 1-16) 
homology with amyloid p but lack the carboxy-terminal region. The detecting antibody is typically an 
affinity-purified rabbit polyclonal antibody that is specific for the amino terminus of amyloid p. 

Results from test compounds are compared to results obtained when cells are treated with 
control agents. Amyloid p levels are determined by comparison to a standard curve obtained by 
subjecting a range of known amounts of amyloid P to the ELISA. 

A compound is identified as "active" when it inhibits cellular production of amyloid P relative 
to levels in control samples by at least 50% at the initial tested concentration without significant 
cytotoxicity. Active compounds are then assayed in dose-response experiments to determine the lowest 
dose of compound necessary for inhibition of amyloid p production. The results obtained when 
invention compounds are subjected to the above described assay results are summarized in Table B. In 
the table, an inhibitory concentration (IC 50 ) of less than or equal to 25 nM is represented by I i m i ; 
50nM > IC 50 > 25 nM, by ++++; 100 nM > IC 50 >50 nM, by +++; 500 nM > IC 50 > 1 00 nM, by ++; IC 50 
> 500 nM is represented by +. Compounds which did not display measurable activity in this assay are 
represented by 
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NUMBER 


ACTIVITY 


COMPOUND 


1 




4-chloro-N-(2,5-d jfluoropheny l)-N-(( 1 R> 1 - { 2-[4-( 1 , 1 -dioxido-4-thiomorphoIiny l)-4- 
oxobuty l]-4-fluoropheny 1 } ethyI)benzenesulfonamide 


2 




4-chloro-N-(2,5-difluoropheny 1 )-N-(( 1 R> 1 - {2-[4-( 1 , 1 -dioxido-4-thiomorphoHny l)-4- 
oxobutyl]-4-fIuorophenyI}ethyl)benzenesuIfonamide 


3 


+44+4 


4-chloro-N-(2,5-difluorophenyi)-N-(( 1R)- I -{4-fluoro-2-[4-oxo-4-(4- 
thiomorphoiinyl)butyl]phenyI}ethyI)benzenesuifonamide 


4 


+++++ 


4-chloro-N-(2,5-difluorophenyl)-N-<(lR^ 

oxopropyl]phenyl}ethy!)benzenesulfonamide hydrochloride 


5 


+++++ 


4-chloro-N-{2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[3-oxo-3-(4- 
thiomorpholinyl)propyl]phenyl}ethyl)benzenesulfonamide 


6 


+++4+ 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 -{4-fluoro-2-[3-( 1 - 
piperidinyl)propyl]phenyl}ethyl)benzenesulfonamide 


7 


+++4+ 


4-chioro-N-(2 t 5-difIuorophenyl)-N-( i-{2-[3-( 1 H-imidazol- 1 - 
yI)propoxy]phenyI}ethyi)benzenesuIfonamide 


8 


+++++ 


4-chioro-N-(2 > 5-difluorophenyl)-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


9 


+4+4+ 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(l- 
piperidinyi)propoxy3benzyI}benzenesulfonamide hydrochloride 


10 


+4++4 


4-chloro-N-(2,5-difluoropheny 1>N- { 2-[3-( 1 - 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


12 


+4+44 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-( I - 
piperidinyl)propoxy]benzyI }benzenesulfonamide hydrochloride 


12 


+4+4+ 


methyl (2R)-2-[(tert-butoxy<^bonyl)^ 

difluoroanilino}ethy l)-5-fluorobenzyl]sulfonyl } propanoate 


13 


4+44+ 


4-chloro-N-(2,5-difiuorophenyl>N-(( 1 R)- 1 - {2-[3-( 1 - 
piperidinyl)propyl]phenyl}ethyl)benzenesu!fonamide hydrochloride 


14 


4++4+ 


ethyl 4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyljbutanoate 


15 


++++4 


4-chioro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - { 4-fluoro-2-[3-(4-methy 1- 1 -piperaziny l)-3- 
oxopropy ljphenyl } ethy i)benzenesulfonamide 


16 


+4+4+ 


4-chloro-N-(2,5-difluorophenyl)-NK(lR)-l-{4-fluoro-2-[3-(2H-tetraazol-2- 
yl)propyl]phenyl}ethyl)benzenesulfonamide 


17 


+++4+ 


4-[2-((l R)- 1 -{5-chloro[{4-chlorophenyl)sulfonyl]-2-fluoroanilino }ethyl)-5- 
fluorophenyljbutanoic acid 


18 


+++++ 


4-chloro-N-(2,5-difluoropheny l)-N-(( IR)-I- {4-fluoro-2-[2-(3- 
pyridinyImethoxy)ethyI]phenyl}ethyl)benzenesulfonarnide hydrochloride 


19 


+++++ 


4-chloro-N-(2,5-dtfiuorophenyl)-N-[( 1 R)- 1 -(4-fluoro-2- {4- 
[(methylamino)sulfonyl]butyi}phenyl)ethyl}benzenesulfonamide 


20 


+4+4+ 


4-chioro-N-(2,5-difluorophenyl)-N-[( 1 R)- 1 -(4-fluoro-2-{4- 
[(methylamino)sulfonyl]butyl}phenyl)ethyl]benzenesulfonamide 


21 


4+4++ 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 -{4-fluoro-2-[3- 
(methyIsulfonyl)propyl]phenyl}ethyi)benzenesulfonamide 


22 


++++4 


4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(4-fluoro-2-{4- 
[(methy Iamino)sulfony Ijbuty I } pheny I)ethy IJbenzenesuIfonamide 


23 


++++4 


4-[2-(( 1 R)- 1 -{ [(4-chlorophenyI)suIfony l]-2,5-difluoroaniIino} ethyl)-5- 
fluorophenyljbutanoic acid 


24 


+++++ 


4-chloro-N-(2,5-difluoropheny l)-N-(( I R)- 1 -{4-fluoro-2-[3-( 1 - 
piperidinyI)butyl]phenyl}ethyl)benzenesulfonamide hydrochloride 


25 


+++++ 


2-(( 1 R)-l - { [(4-chloropheny l)sulfony l]-2,5-difluoroanilino } ethy l)benzy 1 4- 
thiomorpholinecarboxylate 


26 


++++4 


4-chloro-N-(2,5-difluorophenyI)-N-((lR)-I-{2-[3-(ethylsulfonyl)propyl]-4- 
fluorophenyl}ethyI)benzenesulfonamide 


27 




4-chloro-N-(2,5-dinuorophenyI)-N-((lR)-l-{2-[3-(ethyisulfonyl)propyl]-4- 
fluoropheny 1 } ethy I)benzenesulfonamide 


28 




4-chloro-N-(2,5-difluoropheny I)-N-(( 1 R)- 1 -{ 4-fluoro-2-[4-(4-methy 1- 1 -piperaziny !)-4- 
oxobuty ljphenyl } ethy l)benzenesulfonamide hydrochloride 


29 




4-chioro-N-(2,5-dtfluorophenyl)-N-((lR)-l-{4-fluoro-2-[2-(4- 
pyridinylmethoxy)ethyllphenyI}ethyl)benzenesulfonamide hydrochloride 
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ACTIVITY 


COMPOUND 


30 


4++++ 


5-[2-(( lR)-I-{ [(4-chlorophenyl)sulfony I]-2,5-difluoroanilino }ethyl)-5- 
fluorophenyljpentanoic acid 


31 


44+4+ 


4-chioro-N-[5-chloro-2-(hydroxymethyl)pheny 1 j-N-(( I R)- 1 -{2-[3-( I H-imidazol- 1 - 
yI)propyi]phenyl}ethyl)benzenesulfonamide 


32 


+4+4+ 


4-chloro-N-(2>difluoropheny^ 

yl)propyl]phenyl}ethyl)benzenesuIfonamide 


33 


44+4+ 


4-chloro-N-(2,5-difluoropheny! )-N-(( 1 R)- 1 -{4-fluoro-2-[4-( 1 H-imidazoi- i - 
y l)butyljphenyl }ethyl)benzenesulfonamide hydrochloride 


34 


44+4+ 


4-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethyl)-5- 
fluorophenyljbutanoic acid 


35 


44+4+ 


4-chloro-N-(2,5-difluorophenyI)-N-[(IR)-l-(4-fluoro-2-{3- 
[(methylamino)sulfonyl]propyl}phenyl)ethyl]benzenesulfonamide 


36 


4+44+ 


methyl (2R)-2-[(tert-butoxycarbonyl)amino J-3- { [2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony!]-2,5 
difluoroanilino}ethyl)-5-fluorobenzyl]sulfanyl}propanoate 


37 


44+4+ 


4-chloro-N-(2,5-difluorophenyI)-N-(( 1 R)- 1 -{4-fluoro-2-[4-oxo-4-( 1 - 
piperidinyI)butyl]phenyl}ethyl)benzenesulfonamide 


38 


4+44+ 


3-[2-(( IR)-l-{ [(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethy l)-5- 
fluorophenyljpropanoic acid 


39 


4+44+ 


3-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difIuoroanilino } ethy l)-5- 
fluorophenyljpropanoic acid 


40 


4+44+ 


N-(tert-butoxy)-4-[2-(( 1 R)- 1 - { [(4-chloropheny I)sulfony l]-2,5-difluoroaniIino}ethyi)-5- 

fluorophenyI]butanamide 


41 


44+4+ 


4-chloro-N-(2 J 5-difluorophenyI)-N-((IR)-I-{2-[3-(IH-iniidazol-l- 
yl)propy ljphenyl } ethyl )berizenesulfonani ide hydrochloride 


42 




4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R>- 1 -{2-[3-(l H-imidazol- 1 - 
yl)propy ljphenyl } ethy l)benzenesulfonarn ide hydrochloride 


43 


4+4+4 


4-chloro-N-(2,5-difluorophenyI)-N-((lR)-I-{2-[3-(IH-imidazol-I- 
yl)propyl]phenyl }ethyl)benzenesuIfonamide hydrochloride 


44 


+4+4+ 


4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(lH-imidazol-l- 
yl)propy ljphenyl } ethy l)benzenesulfonamide hydrochloride 


45 


4+44+ 


4-chloro-N-(2,5-difluorophenyI)-N-((IR>l-{4-fluoro-2-[4- 
(methyl sul fony l)bury I] phenyl } ethy I)benzenesulfonam Ide 


46 


44+4+ 


4-chloro-N-(2,5-difluoropheny I)-N-(( 1 R)- 1 - {4-fluoro-2-[4- 
(methy lsulfony l)buty 1] phenyl } ethy I)benzenesulfonamide 


47 


4+44+ 


4-chloro-N-(2,5-difluorophenyI>N-K^ 

fluorophenyl)ethyl]benzenesulfonamide 


48 


4+4++ 


4-chloro-N-(2,5-difiuorophenyi)-N-{(lR>l-{4-fiuoro-2-[4-(l- 
piperidinyl)buty ljphenyl } ethy l)benzenesulfonamide hydrochloride 


49 


+++4+ 


4-chloro-N-(2,5-difluorophenyI)-N-(l-{2-[3-(4H-lA4-triazol-4- 
yl)propoxyj phenyl } ethy l)benzenesulfonamide hydrochloride 


50 


+++++ 


4-chloro-N-(2,5-difluorophenyl)-N-[(l^^ 

fluoropheny l)ethy 1] benzenesu lfonam ide 


51 


++44+ 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - {4-fluoro-2- [3-( 1 H-tetraazol- 1 - 
yl)propy ljphenyl } ethyl)benzenesulfbnamide 


52 


4+44+ 


4-chloro-N*(2,5-difluorophenyi)-N-((lR)-l-{2-[(ethylsulfonyl)methyl}-4- 
fl uoropheny 1 } ethy I)b enzenesulf onam ide 


53 


4+44+ 


4-chIoro-N-(2,5-difluoropheny l)-N-(( 1R)-1- {4-fluoro-2-[3-( 1 H-imidazol- 1 - 
yi)propy ljphenyl } ethyl)benzenesulfonamide hydrochloride 


54 


4+44+ 


4-chloro-N-(2,5-difluoropheny l)-N-(( lR)-l-{ 4-fluoro-2-[3-( 1 H-imidazol- 1 - 

vIV^ronvllnliPTivl \pthvnhpn7Pne^ulfnrifirniHp hvHrorhlnriHp 


55 


4+44+ 


4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[3-(lH-imidazol-l- 
y l)propy ljphenyl }ethy l)benzenesulfonamide hydrochloride 


56 




4-[2-(( 1 R)- 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyI]-N- 

methoxybutanamide 


57 




N-{3-[2-(( 1 R)-l -{ [(4-chlorophenyi)sulfonyl]-2,5-difluoroaniIino}ethyI)phenoxy]propyI }- 

N,2,2-trimethy lpropanam ide 


58 




4-chloro-N-(2,5-difluorophenyi)-N- {( 1 R)- 1 -[4-fluoro-2-(3- 
hydroxybutyI)phenyi]ethyl } benzenesulfonamide 
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ACTIVITY 


COMPOUND 


59 


4++++ 


4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-I-(2-{4-[(ethylamino)suIfonyl 
fluorophenyI)ethyI]benzenesuifonamide 


60 




4-chioro-N-(2,5-difluoropheny l)-N-( 1 -{4-fluoro-2-[3-( 1 H-imidazol- 1 - 
yi)propyJ]phenyl}ethyl)benzenesulfonamide hydrochloride 


61 


+++++ 


N- { 4- [2-(( lR)-l-{ [(4-chloropheny I)sulfony l]-2,5-difluoroanilino } ethy I)phenoxy ] butyl } -2- 

methoxy-N-methylacetamide 


62 


+++4+ 


methyl 3- { [2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino}ethy l)-5- 
fluorobenzyl]sulfonyl}propanoate 


63 


+++++ 


2-[2-(( 1 R)- l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyI)phenyl]ethyI 4- 
thiomorpholinecarboxylate 


64 


+++++ 


4-chIoro-N-(2,5-difluorophenyl)-N-((IR)-I.{2-[3-(ethylsulfanyI)propyl]-4- 
fluorophenyl}ethyl)benzenesulfonamide 


65 


+++++ 


4-chloro-N-(2,5-difluoropheny i)-N-(( 1 R)- 1 -{2-[4-(ethyIsulfonyl)butyl]-4- 
fluorophenyl}emyl)benzenesulfonamide 


66 


+4+++ 


4-chloro-N-(2,5-difluorophenyI)-N-(( I R)- 1 -{2-[4-(ethylsuIfonyl)buty l]-4- 
fluorophenyl}ethyl)benzenesulfonamide 


67 


4+4++ 


4-chloro-N-(2,5-difluorophenyl)-N-(( I R)- 1 - { 2-[3-( 1 H-imidazol- 1 - 
yI)propoxy]phenyi}ethyl)benzenesuifonamide hydrochloride 


68 


++4++ 


4-[2-( 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethy I)-5-fluorophenyI]butanoic 

acid 


69 


+4+4+ 


4-chloro-N-(2,5-difluoropheny l)-N-{ ( I R)- 1 -[4-fluoro-2-(4- 
hydroxypentyl)phenyl]ethyl}benzenesulfonamide 


70 




methyl (2R)-2-[(tert-butoxy^ 

2,5-difluoroanilino } ethy l)-5-fluoropheny l]propy 1 } sulfany l)propanoate 


71 


4™ 


4-chloro-N-(2,5-dtfluoropheny l)-N-(( lR)-l-{2- [3-( 1 H-tetraazol- 1 - 
yI)propoxy]phenyl}ethyI)benzenesulfonamide 


72 


+4+4+ 


4-chIoro-N-(2,5-difluorophenyl)-N-((l R> 1 -{2-[3-( 1 H-imidazol- 1 - 
yl)propoxy]phenyl} ethyi)benzenesulfonamide hydrobromide 


73 


4++4+ 


4-chloro-N-(2,5-difluoropheny I>N-(( 1 R> 1 -{4-fluoro-2-[3-oxo-3 -( 1 - 
piperidinyl)propyl]phenyl}ethyl)benzenesulfonamide 


74 


4-4+4+ 


4-[2-((lR)-l-{[(4-chiorophenyl)sulfonyI]-2,5-difluoroanilino}ethyi)-5-fluorophenyl]-N- 
methoxy-N-methylbutanamide 


75 


+4+4+ 


methyl (2R)-2-[(tert-butoxy carbony I)amino]-3-( { 3-[2-(( 1 R)- 1 - { [(4-chioropheny I)suIfony 1]- 
2,5-difluoroaniiino} ethy!)-5-fluoropheny ijpropy 1 } sulfony l)propanoate 


76 


+++4+ 


4-chloro-N-(2,5-dichlorophenyI)-N-{2-[3-(l-oxido-I- 
piperidinyl)propoxy]benzyl } benzenesulfonamide 


77 


4+4++ 


4-chIoro-N-(2,5-dichlorophenyl)-N-{2-[3-( I -oxido- 1 - 
piperidiny l)propoxy]benzy 1 } benzenesulfonamide 


78 


4+4++ 


4-chIoro-N-(2,5-difluorophenyI)-N- {2-[3-( 1 -oxido- 1 - 
piperidiny l)propoxy Jbenzyl } benzenesulfonamide 


79 


4+4++ 


4-chioro-N-{2 ) 5-difluorophenyl>N-{2-[3-{l ) l,4-trioxido-4- 
th iomorphol inyl)propoxy ] benzyl } benzenesu 1 fonam ide 


80 


4++4+ 


4-chioro-N-<2 > 5-difluorophenyl)-N-(( 1 R> 1 -{2-[3-( 1 - 
piperidinyl)propoxy]phenyl}ethyl)benzenesu!fonamide hydrochloride 


81 


4++4+ 


methyl ({2-[2-((l R)- 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyi)-5- 
fluorophenyl]ethyl}sulfmyl)acetate 


82 


4+4+4- 


4-chloro-N-(5-chloro-2-fluorophenyl)-N-((lR)-l-{2-[3-(lH-imidazo!-l- 
y l)propoxy]phenyI } ethy l)benzenesulfonamide hydrochloride 


83 


4++4+ 


methyl 3-({2-[2-(( 1 R)- 1 -{ [(4-chlorophenyI)suIfonyI]-2,5-difluoroaniiino }ethy l)-5- 
fluorophenyI]ethy!}sulfanyl)propanoate 


84 


.++4+ 


4-bromo-N-(2,5-difluoropheny 1)-N- { 2-[3-( 1 - 
piperidiny l)propoxy Jbenzyl } benzenesulfonamide hydrochloride 


85 




4-chIoro-N-{2-[3-(diethylnitroryl)propoxy]benzyi}-N-(2,5- 
difluorophenyl)benzenesulfonamide 


86 




4-chloro-N-{2-(3-(diethylnitroryl)propoxy]benzyI}-N-(2,5- 
difluorophenyl)benzenesulfonamide 


87 




2-(( 1 R)~ 1 - { [(4-chloropheny l)sul fony l]-2,5-d ifluoroanilino } ethy l)-5-fluorobenzy 1 4-methy 1- 

I -piperazinecarboxylate 
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ACTIVITY 


COMPOUND 


88 


+++++ 


4-chloro-N-(2,5-difluorophenyI)-N-(( I R> 1 -{2-[3-(2H-tetraazol-2- 
yI)propoxy]phenyl}ethyl)benzenesulfonamide 


89 


+™ 


4-chloro-N-(2,5-difluorophenyl)-N-({l-[3-(l-piperidinyI)propoxy]-2- 
naphthyl}methyl)benzenesulfonamide hydrochloride 


90 


+++++ 


4-chIoro-N-(2,5-difluorophenyl)-N-(( I R)- 1 -{2- [3-(4-methyl- 1 H-pyrazol- 1 - 
y Opropoxy jpheny I } ethy l)benzenesuIfonamide 


91 


+++++ 


4-chloro-N-(2,5-difIuoropheny i)-N-(( 1 R)- 1 - {4-fluoro-2-[2-(2- 
pyridinyIrnethoxy)ethyI]phenyl}ethyI)benzenesuIfonamide hydrochloride 


92 




4-[2-(( I R)- 1 - { [(4-chiorophenyi^ 

methy Ibutanam ide 


93 




N-(allyloxy )-4-[2-(( I R)- 1 -{ [(4-chlorophenyI)suifony l]-2 s 5-difluoroaniIino}ethy I)-5- 

fluorophenyl]butanamide 


94 




4-chioro-N-(2,5-difluorophenyl)-N-{( 1 RM -{4-fluoro-2-[4-(4- 
thiomorphoIinyisulfonyl)butyl]phenyl}ethyl)benzenesulfonamide 


95 




methyl ({2-[2-((IR)-l-{[(4-chloro^ 

fluorophenyI]ethyl}sulfanyl)acetate 


96 




4-chloro-N-(2,5-difluorophenyl)-N-((IR).l-{4-fluoro-2-[3- 
{methylsuIfanyl)propyl]phenyl}ethyl)benzenesuIfonamide 


97 


^ 


2-(( lR)-l-{ [(4-chloropheny I)suIfony l]-2,5-difluoroanilino } ethy l)«5-fluorobenzy 1 4- 
thiomorpholinecarboxylate 


98 




4-chloro-N-(2 ) 5-d!fluorophenyI>N-((lR)-I-{2-[3-(lH-tetraazoI-l- 
yl)propy l]pheny 1 } ethy l)benzenesuifonamide 


99 


+++++ 


4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(4-fluoro-2-{4- 
[methoxy(methyI)amino]butyl}phenyl)ethyI]benzenesulfonamide 


100 


+++++ 


4-chloro-N-(2,5-difluorophenyl)-N-((l R)-l -{2-[3-( lH-tetraazol- 1- 
yl)propyl]phenyl}ethy!)benzenesulfonamide 


101 


^ 


3-[2K(lR)-l-{[(4-chloropheny0sulfonyI]-24-difluoroanilino}ethyI)-5-fluorophenyl]-N-p^ 
(4-morphoIinyI)ethyl]propanamide 


102 




4-chloro-N-(2,5-difluoropheny I)-N- {( I R)- 1 -[4-fluoro-2~(4- 
oxopentyl)phenyl]ethy I } benzenesulfonamide 


103 




4-chloro-N-(2 s 5-difluorophenyl)-N- {( 1 R)- 1 -[4-fluoro-2-(4- 
oxobutyl)phenyl]ethyl}benzenesulfonamide 


104 


+++++ 


4-[2-(( I R)- i -{ [(4-chIorophenyi)sulfonyi]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]-N- 

ethoxybutanamide 


105 




4-chloro-N-(2 ) 5-difluorophenyl)-N-(l-{2-[3-(lH-imidazol-l- 
yl)propyl]phenyl}ethyl)benzenesulfonamide 


106 


+++++ 


4-[2-(( 1 R> 1 -{ [(4-chlorophenyI)sulfony I]-2,5-difluoroanilino}ethy l>5-fluorophenyI]-N- 

ethylbutanamide 


107 




methyl 3-({2-[2-((lR)-l-{[(4-chlorophenyI)suifonyl]-2 1 5-difluoroanilino}ethyi)-5- 
fluorophenyl]ethyl } sulfony l)propanoate 


108 


+++++ 


4-chioro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-t3-oxo-3-{4- 
thiomorpholinyl)propyl]phenyl}ethyl)ben2enesulfonamide 


109 




4-chloro-N-{2,5-difluorophenyI)-N-[(lR)-l-(2-{3- 
[methyl(methylsulfonyl)amino]propoxy}phenyl)ethyl]benzenesulfonamide 


110 


+++++ 


N- {3-[2-(( 1 R)- 1 - { [(4-chlorophenyi)sulfonyl)-2,5-difluoroanilino}ethy i)phenoxy]propyi }-N 
methylnicotinamide hydrochloride 


111 




4-chloro-N-[( 1 R)- 1 -(2- {3-[(diethy lamino)sulfonyl]propy 1 }-4-fluorophenyl)ethy I]-N-(2,5- 
difluorophenyI)benzenesulfonarnide 


112 


+++++ 


3-[2-((lR)-l-{[(4-chlorophenyI)suIfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]-N- 

isobutylpropanamide 


113 




methyl 2-amino-3- { [2-(( IR)-l-{ [(4-chIorophenyl)suIfony l]-2,5-difluoroaniiino }ethyl)-5- 
fluorobenzy ljsulfonyl }propanoate hydrochloride 


114 




4-chloro-N-(2,5-difluorophenyI)-N- {( 1 R)- 1 -[4-fiuoro-2-(5,5,5-trifluoro-4~ 
oxopenty i)pheny l]ethyl } benzenesul fonamide 


115 




4-chIoro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 -{ 2-[2-(ethy isulfony I)ethy i]-4- 
fluorophenyI}ethyl)benzenesuIfonamide 


116 




4-chloro-N-(2 > 5-difluoropheny l)-N-(( 1 R)-l -{4-fluoro-2-[3-(4-methyl- 1 - 
pi perazinyl)propyl]phenyl}ethyl)benzenesul fonamide 
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COMPOUND 


117 


+++++ 


M2-((lR)-l-{[(4-chlorophenyl)sul^ 

on / ui u-i-iuroiiy iiiicutyi/propanarniuc 


118 




3-[2-(( I R)- 1 -{ [(4-chiorophenyl)suifonyl]-2,5-difluoroanilino}ethyI)-5-fluorophenyl]-N- 

cycionexyipropanarniQe 


119 


^+ 


4-chIoro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 -{2-[3-(2-methyl- 1 H-imidazoi- 1 - 
y i^propoxy j pneny 1 j einy 1 joenzenesu t ionam ide hydrochloride 


120 


4-H-f+ 


3-({2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]ethyl}sulfonyl)propanoic acid 


121 


44-4^ 


4-chioro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 -{2-[3-(2,5-dioxo- 1 - 
pyrroi lainy ijpro poxy j pneny 1 }etny 1 ;Denzenesulionamide 


122 


44+4-4 


3- [2-(( 1 R)- 1 - { [(4-chioropheny l)su!fony l]-2>difluoroanilino } ethy l)pheny l]propy 1 4- 
thiornorpholinecarboxylate 


123 


+++4+ 


tert-butyl 4-{ 3-[2-((lR)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethy])-5- 
ituui upneny 1 jpropanoyi 1 -piperazinecarDOxyiate 


124 


+44^ 


N-{ 4- [2-(( 1 R)- 1 -{ [(4-chloropheny l)suifonyI]-2,5-difluoroanilino}ethyl)phenoxy Jbuty 1 }-N- 

m einy ipropanam ioe 


125 


4+H-4 


4-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyI]-2,5-difluoroanilino } ethy l)-5-fluoropheny 1]-N- 

cyclohexy Ibutanamide 


126 


4+444- 


4-chloro-N-(2,5-difluorophenyl)-N-(( I R)- l-{2-[4-(ethylsulfanyl)butyi]-4- 
nuoropnenyi /etnyi jDenzenesuitonamide 


127 




3- { [2-(( 1 R)- 1 - { [(4-chloropheny l)suIfony l]-2,5-difluoroanilino }ethy l)-5- 
imoroDenzyLjsuiionyijpropanoic acid 


128 


Mill 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 

nicotinate hydrochloride 


129 


4-44-4+ 


N-[2-(4-chiorophenyi)ethyl]-3-[2-((lR)-l-{[(4-chIorophenyl)sulfonyI]-2,5- 
uiiiuui uam lino / emy -u uoro pneny ljpro pan am ice 


130 


1 1 | j | 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2 s 5-difluoroanilino}ethyl)phenoxy]propyI}-N,2,2- 

trim ethy lpropanamide 


131 


Mill 


methyl ( {2-[2-(( 1 R)- 1 -{ [(4-chloropheny l)sulfony 11-2,5-difluoroanilino }ethy 1>5- 
fluoropheny!]ethyl}sulfonyl)acetate 


132 


Mill 


2-[2-((lR)-l-{[(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl4 

thiom orpho 1 inecarb oxy late 


133 


4^ 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R> 1 - {4-fluoro-2-[3-( 1 H-imidazol- 1 - 
y lyuuiy ijpnenyi jeinyi jDenzenesunonanuae hydrochloride 


134 


1 M M 


4-[2-(( 1 R)- 1 -{ [(4-chloropheny I)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoropheny i]-N- 

isoouioxy ouianam iae 


135 


44-44+ 


I -tert-butyl 4-{2-[2-(( i R)-l -{ [(4-chloropheny i)sulfonyI]-2,5-difluoroanilino}ethyl)-5- 
1 1 uoro pneny 1 jemy 1 ) i ,4-piperazined lcarboxy late 


136 


4™ 


4-chloro-N-(2,5-difluorophenyl^ 

oxopropyl]phenyl}ethyl)benzenesulfonamide 


137 


.,„„. 


4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(4-rnethyl-l-piperazinyl)-3- 
oxopropyl]phenyI}ethyl)benzenesu!fonamide 


138 


MM! 


4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[(3E)-3- 
(hydroxyim ino)buty IJphenyl }ethyI)benzenesulfonamide 


139 


MM1 


4-chloro-N-(2,5-dich!oropheny 1)-N- {2-[3 -( 1 - 
piperidinyl)propoxy Jbenzyl }benzenesuifonarnide hydrochloride 


140 


Mill 


4-chloro-N-(2,5-dichlorophenyI)-N- { 2- [3-( 1 - 
piperidinyl)propoxy]benzyi}benzenesulfonamide 


141 


MM! 


4-chloro-N-(2,5-dichloropheny l)-N- { 2-[3-( 1 - 
piperidinyI)propoxy]benzyl } benzenesulfonamide hydrochloride 


142 


1 11 i i 


2-[2-(( 1 R)- 1 - { [(4-chioropheny l)sulfonyl]-2,5-difluoroaniiino}ethy l)pheny!]ethy 1 nicotinate 


143 




4-[2-((lR)-l-{2,5-dichioro[(4-chlorophenyl)sulfonyl]aniIino}ethyl)-5- 
fluorophenyljbutanoic acid 


144 




2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenyi]ethyl 4- 

morpholinecarboxylate 


145 




4-[2-(l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]-N- 
methylbutan amide 
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NUMBER 


ACTIVITY 


COMPOUND 


146 


iiitt 


N-benzyl-3-[2-((lR)-I-{[(4-chloro^ 

flUOrODhenvH-N-f 7-frlirnPtHvlflrn inr\Wki;f lnrnri'inom Ma 

iiwvivrpivifjrij i^i [jl ^uuiicuiy i*ixnino^Cinyi |prop3JlaITlIQG 


147 


-li-iii 


4-chIoro-N-(2,5.difluorophenyl)-N-((lR)-l-{2-[3-(2H-tetraazol-2- 

vl^nmnvllnHprivl \**fhvrIM-i# a nT^r»*»o»i1f>\r»«am trio. 


148 


Hill 


4-chIoro-N-(2,5-di£Iuoropheny I)-N-(( 1 R> I - {4-fluoro-2-[4- 
v*iicui^iauiiaii^i^uuLyijpucnyi|einyi^Dcu!Knesuiionainiae 


149 


1 1 1 1 I 


4-chloro-N-(5-chloro-2-fiuorophenyl)-N-[(lR)-l-(4-fluoro-2-{4- 
^iiitui^ "uuuiu/Miiiuiiy ijuuiy i ) pneny ijetnyi j oenzenesullonamide 


150 


Mill 


3-[2-(( I R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyI)-5-nuoropheny I]-N-[3- 
v in-imiudzoi- i-yijpropyijpropanamide 


151 


1 1 1 1 1 


4-chloro-N-(2,5-d!fluorophenyl)-N-( 1 - {2-f3-( I - 
pijj&i ivimj ijyi vyux.y jpiicuyi/cinyi^ucnzenesuironainiue nydrocnlon.de 


152 


Mill 


2-[2.((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)-5-fIuorophenyl]ethyl3 

py nuiny imeiny icarDamate 


153 


M [ H 


N-buty i-3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino} ethy l)-5- 
iiuui upiicnyij-jN-iucinyipropananiiue 


154 


1 11 i f 


H2-((lR)-I-{[(4-chlorophenyl)sulfony 


155 


Mill 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfony I3-2,5-difluoroaniIino}ethy l>5-fluoropheny I]-N-[2- 

^z-pynainyi jeinyi jpropanamide 


156 


t 1 i 1 1 


N-benzylO-[2-((IR)-I-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyl)-5- 
i i uoropneny l jpropananude 


157 


i : i i i 


3 -[2-({ 1 R)- 1 - { [(4-chloropheny l)sulfony l]-2 t 5-difluoroaniiino } ethyI)-5-fluoropheny I ]-N-(3- 

fluorobenzyl^propanainide 


158 


i i i f i 


Itiethvl /2RV9-aminA-'^.i' /7 f 0 f/it>\ i ft/A ^ I AmHltiiH! ri\«. ,1 1 n c 

iiicu jy 1 ^i\;*z.-diuinoo^ (^-[z-^ikj- i-( [(4-cnioropnenyi )sulionyl J-2,5- 


159 


IliM 


2- [2-(( 1 R)- 1 -{ [(4-chloropheny I)sulfony l]-2 t 5-difluoroanilino } ethyi)pheny l]ethy I 

isonicotinate 


160 


M M 1 


N-(l,3-benzodioxoI-5-ylmethyl)-3-[2-((lR)-l-{[(4-chlorophenyI)suIfonyl]-2,5- 
uniuui uoiiiiniuy vuijr i ^-^"•liuiji upnciiyijpropaiiaiiiiQe 


161 


M M 1 


NKtert-butyl)-3-[2K(lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilmo}e% 

Li uui yjyik^ny i jpi upculalUiUC 


162 


MM! 


4-chloro-N-(2 ) 5-difluorophcnyl)-N-{5-fluoro-2-[3-(l- 
pipcnuinyi^propoxyjDen^i|Denzenesuitonamide hydrochloride 


163 


11 1 H 


4-chloro-N-(2>difluorophenyl)-N-[0^ 

uniua6ut- 1 -yijpropyij pneny j ^einyijDenzenesultonamiGe 


164 


M t M 


3-[2<(lR>l-{[(4-chIon>phenyl)suIfo^^ 

furylmethyl)propanamide 


165 


1 M M 


4-chloro-N-(2 > 4-difluoropheny l)-N-(( 1 R> 1 -{2-[3-( I H-imidazol- 1 - 
j uh* u P ua j j pneny i jeuiyi jDcnzenesuiionaniioe nyarociuonce 


166 


Mill 


4-chioro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 -{2-[2-(2H-tetraazoI-2- 
y i/cuiy i jpncny i jeinyi jocnzcncsuiionani iae 


167 


MM! 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino }ethyl)-5-fluoropheny l]-N-[2- 
(diethyiatnino)ethyl]propanamide 


168 


M M 1 


3^2-((lR)-l-{[(4-chIorophenyl)suIfonyi]-2,5-difluoroaniIino}ethyl)-5-fluorophenyI]-N-(2- 

pyridinylmethyl)propanamide 


169 


MM! 


4-chIoro-N-(2,5-difluoropheny l)-N-(( I S)- 1 - { 2-[3-( 1 - 
pipenainy l^propoxy jpneny l }etny l jbenzenesulionaniide hydrochloride 


170 


M t M 


4-chloro-N-(2,5-difluoropheny I)-N-{ 1 -{2-[3-( 1 H-imidazol- 1 - 
yi;propoxyjpnenyi |etnyi;Denzenesullonamiae hydrochloride 


171 


m i i i 


3- [2-(( 1 R)- 1 -{ [(4-chioropheny l)sulfonyl]-2,5-difluoroanilino} ethyI)-5-fluorophenyl]-N-(4- 

methylcyclohexyl)propanamide 


172 


M M I 


N-{2-[2-(l-{[(4-chIorophenyl)sulfonyI]-2,5-difluoroanilino}ethyi)phenoxy]ethyl}-N,2- 

dimethylpropanamide 


173 


1 M M 


4-chloro-N-(2 > 5-d!fluorophenyl)-N- {(1R)-1 -[4-fluoro-2-(3- 
oxobuty l)phenyl]ethyl } benzenesulfonamide 


174 


1 M M 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1R)-1- {2-[2-( 1 H-tetraazol- 1 - 
yl)ethyI]phenyl}ethyI)benzenesulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


175 


+++++ 


4-chloro-N-[5-chloro-2-(hydroxymethyI)pheny l]-N-(( I R)- 1 - {2-[3-( I H-imidazol- 1 - 
yl)propoxy]phenyl}ethyI)benzenesulfonamide 


176 


+™. 


4-ch loro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - { 2-[2-( 1 H-tetraazol- 1 - 
y l)eihyl]pheny 1 } ethy l)benzenesulfonamide 


177 


+++++ 


4-chloro-N-(2,5-difluoropheny 1)-N- {2-[3-( 1 - 
pyrrolidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


178 




4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(l- 
pyrrolidiny l)propoxy]benzyl } benzenesulfonamide hydrochloride 


179 


+++++ 


4-chloro-N-(2,5-difluoropheny I>N-[( 1 R)- 1 -phenylethyl]benzenesu!fonamide 


180 


+++++ 


4-chloro-N-(2,5-difluorophenyI)-N-{2-[3-(l- 
piperidiny l)propy IJbenzy 1 Jbenzenesulfonamide hydrochloride 


181 


+++++ 


2K(IR)-I-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroannino}ethyl)-5-fiuorobenzyl 2-(4- 

morpholinyI)ethylcarbamate 


182 




4-chloro-N-(2 > 5-difluorophenyl)-N-{(lR)-l-[4-fluoro-2-(5,5,5-trifluoro-4- 
hy droxypenty l)pheny l]ethy 1 }benzenesulfonam ide 


183 


++++ 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl) 

{ 1 H-indol-3-yl)ethy IJpropan amide 


184 


++++ 


N-[l-(2-{4-[(aminocarbonyl)(methyl)amino]butoxy}phenyI)ethyI3^-chloro-N-(^ 
difluorophenyl)benzenesulfonamide 


185 


^ 


2-((lR>l-{[(4-dilorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)ben2yl 4- 
morpholinccarboxylate 


186 


++++ 


3-[3-(( 1 R)- 1 -{ [(4-chiorophenyl)sulfonyl]-2,5-difluoroaniIino }ethyl)phenyI]propanoic acid 


187 




3-[2-((l R> ]-{ [(4-chloropheny i)sulfonyl]-2,5-difluoroaniiino}ethyl)-5-fluorophenyl]-N-(3- 

pyridinylmethy!)propanamide 


188 


++++ 


4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy3-N- 
meth oxy butanam ide 


189 


++++ 


methyl (2S)-2-[(tert-butoxycarbonyl)amino]-3-{[2-((lR)-l-{ [(4-chloropheny l)sulfonyl]-2 t 5 
difluoroani lino} ethy l)-5-fluorobenzyl]sulfonyl}propanoate 


190 


++++ 


4-[2-({[(4-chIorophenyl)sulfonyI]-2,5-difl^ 

acid 


191 


^ 


N- { 3-[2-(l - { {(4-chlorophenyI)sulfonyI]-2,5-di£luoroanilino}ethyi)phenoxy]propyI }-N- 

methyinicotinamide 


192 




3-[2-(( 1 R)- 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino }ethyI)-5-fluoropheny I]-N-(3- 

py ridiny l)propanam ide 


193 




N-{4-[2-(I-{[(4-chiorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]butyl}-N- 

rnethylpropanamide 


194 


1 ++++ 


2-[2-(( IR)-l-{ [(4-chloropheny I)sulfony l]-2,5-difluoroaniIino } ethy i)-5-fluoropheny IJethy 1 4 

morpholinecarboxylate 


195 


*+++ 


4-chioro-N-(2,5-difluorophenyl)-N-((l R)- 1 -{4-fluoro-3-[3-( I H-imidazol- 1 - 
yl)propyl]phenyl}ethyI)benzenesulfonamide hydrochloride 


196 




4-chloro-N-{(lR)-i-[2-(3-cyanopropyI)-4-fluorophenyl]ethyl}-N-(2,5- 
d ifluorophenyl)benzenesulfonam ide 


197 




2- [2-(( 1 R> 1 - { [(4-chloropheny l)suifonyl]-2,5-difluoroanilino } ethy l)pheny !]ethy ! 2-(2- 

py ridiny I )ethylcarbamate 


198 




2-[2-((lR)-l-{[(4-ch!orophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyi]ethyl 3 

pyridinylcarbamate 


199 




4-chloro-N-(4-fluorophenyl)-N-(( 1 R)- 1 -{2-[3-( 1 H-imidazol- 1 - 
vnDrODOXvlDhenvl^ethvnbenzenesulfhtiarriide hydrochloride 


200 




2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)-5-fluorobenzyl 

isonicotinate 


201 




4-chioro-N-(2 T 5-difluorophenyI)-N-((lR)-l-{2-[3-(4-morpholinyl)-3- 
oxopropyI]phenyl } ethy l)benzenesulfonam ide 


202 




2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony I]-2,5-difluoroaniIino } ethy l)-5-fluorobenzyl nicotinate 


203 




342K0R)-l-{[(4-chlorophenyl)suto^ 

methoxyethyl)propanamide 
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COMPOUND 


204 


4+4+ 


J 2-{2-(0 R)-l-{[(4-chloropheny!)sulfony^^ I 

piperidinecarboxylate 


205 


44+4 


4-[3-((I R)-I -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]butanoic acid 


206 


444+ 


3-[2-(( 1 R)- 1 - { [(4-chioropheny l)su!fonyI]-2,5-difluoroanilino }ethy l)-5-fiuoropheny I]-N-(4- 

fluorobenzy l)propanam ide 


207 


+++4 


4-chloro-N.(2,5-difluorophenyI)-N- {( 1 R)- 1 -[4-fluoro-2-(5-methy l-4-oxo-5- 
hexenyl)phenyl]ethyl}benzenesulfonamide 


208 


+44+ 


2-(( 1 R)- 1 -{ [(4-chloropheny l)suIfonyl]-2,5-difluoroaniIino}ethy l)-5-fluorobenzy 1 2- 

pheny ipropy Icarbamate 


209 


++4+ 


2-((lR)-l-{[(4-chIorophenyI)sulfonyI]-2,5-difluoroaniiino}ethyl)benzyl tert-butylcarbamate 


210 


++++ 


3 -[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino }ethy l)-5-fluoropheny i]-N- [4- 
(trifluoromethyI)benzyl]propanamide 


211 


++++ 


3-[2-((lR)0-{[(4-chlorophenyl)sulfo^^ 

diethylpropananride 


212 


++++ 


4-chIoro-N-(2,5-difluorophenyl)-N-[ 1 -(2-{3- 
[[(ethylamino)carbonyI](methyl)^ 


213 


++++ 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phenoxy]butyl}-2- 
methoxy-N-methylacetarnide 


214 


+4++ 


N-{2-[2-(l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)phenoxy]ethyI}-N- 

methylacrylamide 


215 


444+ 


2-((IR)-I-{[(4-chlorophenyI)sulfonyi]-2,5-difluoroanilino}ethyl)-5-fluorobenzyl 3-(lH- 
imidazol- 1 -yl)propy Icarbamate 


216 


4+4+ 


N-{ 3-[2-( { [(4-chioropheny I)sulfonyI]-2,5-difluoroaniiino }methy I)phenoxy]propy 1 } -N- 

methylnicotinamide 


217 


+44+ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difiuoroaniIino}ethyl)phenoxy]propyl}-N- 

methylacetamide 


218 


+44+ 


2-[2-((lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyI)-5-fluorophenyl]ethyI 

isopropylcarbamate 


219 


++++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfo^ 

benzylcarbamate 


220 


++++ 


N-{4-[2-(l -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N- 

methylacetamide 


221 


++++ 


4-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniiino}ethyl)phenoxy]butanoic acid 


222 


++++ 


N-{4-[2^1-{[(4-chlorophenyl)sulfonyl^^ 

methyI-4-morphoIinecarboxamide 


223 


+++4 


4-[2-(( 1 R)- 1 - { ^chlorophenyOsulfonylJ^^S-difluoroanilino }ethyI>5-fiuorophenyI]-HN- 

diethyibutanamide 


224 


44+4 


methyl 4-[{3-[2-{l-{[(4-chlorophenyI)suifonyI]-2,5- 
difluoroaniIino}ethyi)phenoxy]propyI}(methyl)amino]-4-oxobutanoate 


225 


++++ 


4-chioro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - { 2-[( 1 , 1 -dioxido-4-thiomorphoiiny l)methy l]-4- 
fluoropheny 1 } ethy I)benzenesulfonamide 


226 


44+4 


2-(( 1 R)- 1 -{ [(4-chIorophenyl)suIfonyl]-2,5-difluoroanilino }ethy l)benzyl 4-methy 1- 1 - 

piperazinecarboxylate 


227 


44+4 


NJsI-dialiylO-[2<(lR)-l-{[(4-cM^ 

fluorophenyl]propanamide 


228 


++++ 


3-[2-(( 1 R> 1 -{ [(4-chloropheny I)sulfo^ 

dimethoxyethy!)propanamide 


229 


4+44 


3 -[2-(( lR)-l-{ [(4-chlorophenyl)sulfonyI3-2,5-difluoroaniiino> ethyl)-5-fluorophenyI]-N-(2- 

phenyipropyI)propanamide 


230 




4-chloro-N-(2,5-dibromopheny l)-N- {2-[3-( i - 
piperidiny l)propoxy]benzyI } benzenesulfonamide hydrochloride 


231 




N-{3-[2-(l-{[(4-chIorophenyI)suifony]]-2,5- 
difluoroanilino }ethy i)phenoxy]propyl } acetamide 


232 




4-chloro-N-(2,5-difluoropheny I)-N- { I -[2-(3- 
{ methyI[(methyIamino)carbonyI]amino } propoxy)pheny I]ethy I }benzenesulfonamide 
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NUMBER 


ACTIVITY 


j — , 

COMPOUND 


233 




2-[2-(( 1 R)- 1 - { [(4-chIorophenyl)sulfony I]-2,5-difluoroaniIino}ethyI)-5-fIuoropheny l]ethy 1 2 

pyridinyimethylcarbamate 


234 




N-{3-[2-(I-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethy!)phenoxy}propyl}-N- 
methylcyclopropanecarboxamide 


235 




2-[2-((IR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophenyl]ethyl 2 

(2-pyridinyl)ethyicarbamate 


236 




3-[2-(( 1 R)- 1 - { [(4-chloropheny I)sulfonyl]-2,5-difluoroaniIino}ethy!)pheny I}-N-[3-( I H- 
imidazol- 1 -yl)propyl]propanamide 


237 


++++ 


4-chIoro-N-(2,5-difluorophenyl)-N-((l R)-l - (2-[3-oxo-3-( I - 
piperidinyI)propyl]phenyI}ethyI)benzenesuIfonamide 


238 




N-{3-[2-( 1 -{ [(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino }ethyI)phenoxy]propy 1 } nicotinamide 


239 




methyl (2S>2-{[2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroanilino }ethy I)benzy ljamino }propanoate 


240 




4-chioro-N-(2,5-difluorophenyl)-N-[(lS)-2-hydroxy-l-methyIemyi]ben^nesuifonamide 


241 


++++ 


2-P-((lR)-l-{[(4-chIorophenyl)sulfonyI]-2,5-difluoroannino}ethyl)-5-fluorophenyl]ethy 

(diethyIamino)ethyIcarbamate 


242 


4+++ 


3-[2-(( 1 R> I - { [(4-chioropheny l)su!fony l]-2,5-difluoroaniiino } ethy l)pheny 1]-N- 
cyclooctylpropanamide 


243 


++++ 


2-[{2-[2-(l-{[(4-chlorophcnyl)sulfonyl]-2,5- 
difluoroanilino } ethyl)phenoxy ]ethy I } (ethy l)amino]- 1 , 1 -dimethyI-2-oxoethy 1 acetate 


244 




NK2-{3-[(aminocarbonyI)(methyI)amino]propoxy}benzyl)-4-chloro-N-(2,5- 
difluorophenyl)benzenesulfonamide 


245 




4-chioro-N-(2,5-difluorophenyl)-N-(l-{2-[3-(lH-l,2,3-triazol-I- 
yI)propoxy]phenyI}ethyl)benzenesulfonamide 


246 


++++ 


2-[2-((IR)-I-{{(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyI)phenyI]ethyI 2,2- 

dimethoxyethylcarbamate 


247 


-H+f 


2-[2-((IR)-I-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophenyl]ethyl 

diethylcarbamate 


248 




N-t5-chloro-2-(hydroxymethyl)phenyl]-4-methyI-N-[(I S)-l - 
methylbutyljbenzenesulfonamide 


249 


++++ 


tert-butyl 4-{3-[2-(( 1 R)-l -{ [(4-chlorophenyi)suIfonyI]-2,5- 
difluoroanilino}ethyl)phenyi]propanoyl}-l-piperazinecarboxylate 


250 


++++ 


2- [2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino}ethy I)pheny l]ethy 1 4-methyl- 

1 -piperazinecarboxylate 


251 




N-(2,5-difluorophenyl>-4-fluoro-N-{2-[3-(]- 
piperidinyl)propoxy]benzy I }benzenesuIfonamide hydrochloride 


252 


++++ 


2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)-5-fluorobe 2- 

pyridinecarboxylate 


253 




N-{2-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]ethyl}-2- 
methoxy-N-methylacetamide 


254 




2- [2-(( 1 R)- 1 - { [(4-chlorophenyl)suIfony I]-2,5-difluoroaniIino} ethyl)-5-fluorophenyI]ethyl 4 

methyl- 1 -piperazinecarboxylate 


255 




N-(tert-buty l)-3-[2-(( 1 R)- 1 -{ [(4-chlorophenyI)sulfonyI]-2,5- 
difluoroani lino} ethy l)phenyl]propanamide 


256 




2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyI]ethyl 3- 
pyridinylmethyicarbamate 


257 




3-[2-(( 1 R)- 1 -{ [(4-chlorophenyI)suIfony I]-2,5-difluoroanilino}ethyl)pheny l]-N-[2-(4- 
morpholinyI)ethyl]propanamide 


258 




4-[2-( 1 -{ [(4-chiorophenyl)sulfony l]-2,5-difluoroanilino }ethyi)phenoxy]-N-(3- 
pyridinyimethyl)butanamide hydrochloride 


259 




N-{4-l2-(I-{[(4-chiorophenyl)sulfonyI]-2,5-difluoroanilino}emyl)phenoxy]butyI}-N- 

ethylacetamide 


260 




N- { 3-[2-( 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethy l)phenoxy]propyl }-N- 

methyI-2-furamide 


261 




N-{3-t2-(l-{[(4-chlorophenyl)suifonyi]-2,5-difiuoroanilino}ethyl)phenoxy]propyl}-N- 
methylcyclobutanecarboxamide 
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NUMBER 


1 ACTIVITY 


COMPOUND 


262 


++++ 


4-chioro-N-cyclohexyl-N-{2-[3-(l-piperidinyi)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


263 




4-chloro-N-cyclohexy 1-N- { 2-[3 -( 1 -pipertdinyl)propoxy Jbenzy I } benzenesulfonam ide 

hydrochloride 


264 


++++ 


4-chloro-N-cycIohexyi-N-{2-[3-(l-pipendmyl)propoxy]benzyI}benzenesuifonamide 

hydrochloride 


265 


++++ 


4.chloro-N-(2,5-dinuorophenyl)-N-[l.(2-{3-[{[(77-dimethyI-2-oxobicyclo[2.2.1]hept-l- 
yl)methyI]suIfonyi}(methyl)amino]propoxy}phenyl)ethyl]benzenesulfonamide 


266 




2-[2-((lR)-l-{[(4-chlorophenyi)suIfonyl]-2,5-difluoroanilino}ethyi)phenyl]ethyl tetrahydro 

2-furanylmethylcarbamate 


267 




2-[2-(( 1 R)- i - { [(4-chloropheny i)sulfony I]-2,5-di fluoroanilino } ethy l)-5-fluoropheny ljethyl 
bis(2-methoxyethyI)carbamate 


268 


++++ 


3 ^2-(( 1 R)- 1 -{ [(4-chloropheny i^ 

3-yi)ethyl]propanamide 


269 




4-chIoro-N-(2,5-dichlorophenyl)-N-[{1R)-l-(4-fluoro-2-{4- 
[(methylamino)su!fony!]butyi}phenyl)ethyl]benzenesulfonamide 


270 


++++ 


2-[2K(lR)-l-{[(4-chiorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophen 

(4-morpholinyl)ethylcarbamate 


271 




4-chloro-N-(2,5-difIuoropheny l)-N-(( 1 R)- 1 - {2-[3-(4,5-dihydro- 1 H-imidazol-2-y l)propy J]-4 
fluorophenyi}ethyI)benzenesulfonamide hydrochloride 


272 


++++ 


3-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony !]-2,5-difluoroaniIino } ethy l)-5-fluoropheny I]-N- 
( 1 ,2,3 ,4-tetrahydro- 1 -naphthalenyl)propanamide 


273 


++++ 


N- {3-[2-( 1 -{ [(4-chlorophenyl)sulfonyi]-2,5-difluoroanilino}ethy l)phenoxy]propyl } -2,2- 

dimethylpropanamide 


274 


++++ 


4-tert-butyi-N-{3-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5- 
difluoroani lino} ethy I)phenoxy]propy ! }benzamide 


275 


-H++ 


2-[2-((lR)-I-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniiino}ethyl)phenyl]ethyl bis(2- 

methoxyethyl)carbamate 


276 


++++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyi}-N- 
m ethyl- 1 -adamantanecarboxamide 


277 




4-chloro-N-(2,5-difiuorophenyl)-N-(l-{2-[3-(lH-tetraazol-5- 
yl)propoxy]phenyi}ethyl)benzenesulfonamide 


278 




4-chloro-N-(2,5-difiuoropheny l>N-{ I -[2-(4- 
{ethyl[(methylamino)carbonyI]amino}butoxy)phenyl]ethyl}benzenesulfonamide 


279 




242-((lR)-l-{[(4-chlorophenyl)suifo^ 1 

benzyI-4-piperidinyIcarbamate 


280 




(2E)-3-[3-((lRH-{[(4-chlorophenyl)su^^^ 

propenoic acid 


281 




4-chloro-N-(2,5-difluorophenyI)-N-{ 1 -[2-(4- 
{methyl[(me%iamino)carbonyl]amino}butoxy)phenyl]ethyl}benzenesulfonamide 


282 


++++ 


4-chioro-N-(2,5-difluorophenyl)-N- {( 1 R)- 1 -[2-( 1 H-tetraazol- 1 - 
ylmethy l)pheny l]ethy I } benzenesulfonamide 


283 




N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2 5 5-difluoroanilino}ethyl)phenoxy]propyi}-N,3- 

dimethyl-2-butenamide 


284 




2-(( I R)- 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanihno } ethy l)benzy 1 1 - 
piperidinecarboxylate 


285 


++++ 


4-chloro-N-(2-fluoropheny l)-N-(( 1 R)- 1 -{2-[3-( 1 H-imidazol- 1 - 
yl)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 


286 




4-[2-({[(4-chlorophenyi)suIfonyl]-2,5-difluoroanilino}methyI)phenyl]butanoic acid 


287 




2-[2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 
tetrahydro-2-furanylmethylcarbamate 


288 




3-[2-(( 1 R)- ! - { [(4-chioropheny l)sulfony l]-2,5-difluoroaniiino } ethy l)-5-fluoropheny l]-N-(2,5 

difluorobenzyl)propanamide 


289 




N-(4-{[{3-[2-(U{[(4-chIorophenyI)suifonyi]-2,5- 
difluoroaniiino}ethyl)phenoxy]propyl}(methyl)arnino]sulfonyl}phenyl)acetarnide 


290 


'H 1 1 i 


3-[2-(( 1 R)- 1 - { [(4-chloropheny I)sulfonyiJ-2 t 5-difluoroaniiino } ethy I)pheny 1]-N- [2-(2- 
pyridinyl)ethyl]propanamide 
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NUMBER 


ACTIVITY 


COMPOUND 


291 


I 1 H 


N-{4-[2<l-{[(4-chlorophenyl)su!fo^ 

0 -in PtH fi p p tn m i H p 


292 


1111 


4-chloro-N-(2,5-difluoropheny 1)-N- { 2-[3-( 1 -oxido- 1 - 


293 


+++ 


N-{2-[2-(I-{[(4-chlorophenyl)suifony^ 

trim ptfiv ir\r/"iT"\ j*n iim iH p 
U Illicitly IJJl<jpclli<liliiUC 


294 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N- { 1 -[2-(2- 
1 etiivlffinethvlarnino^carbonvnaniino^eliirtxv^nhenvllf'fhvl ^hpn^pfipciilfKnami/-^ 

t v "V *|_^ii*wn»jr nxxmiiKJ ^wcu uvjity ij<u.ikiii\j ^vuiUAjr yfJllvliy IJCUljr I j UClIiCIlCoUIXOnaJTllQc 


295 


4-h+ 


2-(( 1 R)- 1 -{ [(4-chloropheny l)su!fony l]-2 s 5-difluoroanilino}ethyl>5-fluorobenzyl 3- 

twridinvl fvarham at p 


296 


+++ 


2-[2-((lR)-I-{[(4-chlorophenyi)suIfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 

bpn T\f I ^tn Ptb v 1 \c* n rham s»fp 


297 


4-H- 


N-[l-(2-{3-[[(tert-butylamino)carbonyI](methyI)amino]propoxy}phenyI)ethyl]-4-chIoro-N^ 

S-difliinmT^hf*nv1 s lHpn7PTiPciil'frin5*mJHp 


298 


+-H- 


2-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyi3-2,5-difluoroaniIino}ethyl)-5-fluorophenyIJethy 1 3 

\*i i-iiiiiueLtui- X "y I v^ax UoiliavC 


299 


+++ 


N-{2-[2<l-{[(4-chIorophenyl)sulfonyn^^ 


300 


+-H- 


3-[2-((lR)-I-{[(4-chIorophenyl)sulfonyI]-2,5-difluoroanilmo}ethyl)phenyl]-N-{2- 

r> v ri H t n v 1 m p t l*i v 1 ^ nrnn ft n n tti \ H a 


301 


-H-f 


3-[2-((lR)-I-{t(4.chlorophenyi)sulfonyl]-2 ? 5-difluoroanilino}ethyl)phenyl]propyi 3-<lH- 

imidji7 r />l- 1 -vnnronvlMrhflnifltp 

i iii lxacllaj i i y i /JJ* vf^jy iv^cu ucuikiic 


302 


-H-+ 


4-chloro-N-{2-[2-(cyclohexylsulfinyl)ethoxy]benzyi}-N-(2 s 5- 

Hi rli t/"\Tv~*r"\ r\ \/l \F\^n T^r^^oiil "fVsn rknt tr\&> 


303 


4_H_ 


2- [2-(( 1 R}- 1 -{ [(4-chloropheny l)sulfony I]-2,5-difluoroarriIino }ethy I)-5-fluoropheny l]ethyl 

Ulaliy lu<u DcUIlalC 


304 


-HH- 


3 -CMC 1 R)-l-{ [(4-chloropheny l)suIfonyl]-2,5-diftuoroanilino }ethy l)-5-fluoropheny i]-N-( 1 - 

pncnyieinyi /prupanarnicie 


305 


-H-+ 


4-chloro-N-{2,5-difluorophenyl)-N-((lR)-l-{2-[2^2-methyUlH-imidazoI-l- 
yi^euiyijpnenyi jetnyi jDcnzenesuixonamiuG nyurocnionuc 


306 


-H-f 


2-[2-((lR)-l-{[(4-chlorophenyl)suIfonyn^ 

1 4-fptrahvHm- 1 -nfmhthfliprivlffirhsiTistp 


307 


+++ 


2-(( 1 R)- 1 - { [(4-chloropheny 1 )sulfonyI]-2,5-difluoroaniiino } ethyl)benzy I 2-(4- 

1X1 UI pilLHilljf I ^Cilljr 1W<U UcUIlcUC 


308 


-H-+ 


N-{ 3-[2-( 1 - { [(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy ]propyl }-N- 

i t icu i y l— ^ ^ \ji i ci l jr lou l i cu ly i yat^cccui l luc 


309 


+-H- 


N- { 3-[2-( 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethy i)phenoxy ]propy 1 }-3- 

cy ano-iN-meiny i ucnzom luc 


310 


+-H- 


3-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}e%l)pheny!]-N-(2 t 2- 
uinicuKiAycuiy i ^prupaQaiiiicic 


311 


-H-f 


2-((lR)-i-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)-5-fluorobenzyl 


312 


-Hh+ 


2-[2-((lR)-l-{[(4-chIorophenyl)suIfonyl]-2,5-difluoroanilino}ethyI)-5-fluorophenyl]ethyl 

cyclooctylcarbamate 


313 


-H-+ 


4-chloro-N-(2,3-dichlorophenyl)-N-{2-[3.(l- 
pipcriuiny i ^propoxy j uenzyi oenzencsuiionarn iae nyurocnionue 


314 


-f-H- 


N-{3-[2-(l-{[(4-chloropheny0suifonyl]-2,5-difluoroaniiino}ethyl)phenoxy]propyl}-N- 
methy 1-2-th tophenesul fonam i de 


315 


+++ 


2-[2-(( lR)-l-{ [(4-chloropheny I)sulfonyi]-2,5-difluoroanilino}ethyl)phenyl]ethyi 
m ethy l(pheny l)carbamate 


316 


+-H- 


3-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony ll^^-difluoroanilinolethyO-S-fluorophenyll-N^- 

Kief O _rn pthowpf hv! ^nror>an??m i H p 


317 


-H-+ 


2-((l R)- 1 - { [(4-chloropheny l)suIfonyI]-2,5-difluoroaniIino}ethyl)-5-fluoroben2yl 1 ,2,3 ,4- 
tetrahydro- 1 -naphthaleny Icarbamate 


318 


+++ 


2- [2-(( lR)-l-{ [(4-chloropheny!)su!fony I]-2,5-difluoroanilino }ethy l)pheny IJethy 1 2-(4- 
morphoiinyI)ethylcarbamate 


319 


4HH- 


N- { 2-[2-( 1 -{ [(4-chloropheny l)sulfony I ]-2,5-difluoroanil ino}ethy l)phenoxy ]ethy 1 } -N- 
methy l-4-morpholinecarboxam ide 
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NUMBER 


ACTIVITY 


COMPOUND 




320 


-H-+ 


N-{3-[2-(l-{[(4-chiorophenyI)sulfonyi]-2,5-difiuoroanilino}ethyl)phenoxy 

dimethoxybenzam i de 




321 


+++ 


N-{3-[2-({[(4-chIorophenyi)sulfonyI]-2,5-difluoroanilino}methyI)phenoxy]propyI}-N- 

meth v 1 acetam ide 




322 


+-H- 


2-[2-((lR)-l-{[(4-chloropheny^ 2 
^ 1 -rnethvI-2-nvrroiirfinvnpthvtp.arhamatp 




323 


+-H- 


2-[{4-[2-( 1 -{ [(4-chiorophenyl)sulfonyl]-2,5- 

difluorO^ilinolethvnohenoxvlhutvH^'m^thvnaminnl-l 1 -HimpthvLO-rwr^tkirf •aoato+a 

w> i iiiv ^ wily i^piivinjAjf juuiy i j ^iiiviiijf i jaiLiitL\jj" i j i "UltliClIljf 1— ^— OXOCLn y I SICctatC 




324 


+++ 


4-chIoro-N-(2,5-dichioropheny I)-N-(( lR)-l-{ 2-[3-( 1 H-imidazol- 1 - 

vl^Droooxvlnhenvl ^Pfhvl^hen7Pnp^iil firm 5*rru rip VivHrrvVilnriHf* 




325 


-f-M- 


2-[2-((lR)-I-{[(4-chIorophenyl)su^ 

2 ,2-d im ethoxy ethy lcarbamate 




326 


-H-+ 


2-[2-(( I R)- 1 - { [(4-ch!oropheny l)sulfony l]-2,5-difluoroaniHno } ethy l)pheny I]ethy I 1,3- 
benzod ioxol-5 -ylm ethy lcarbamate 




327 


-H-+ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2 1 5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 
m ethy Icy clobutanecarboxamide 




328 


-H-+ 


2-[2-((lR)-l-{[(4^hlorophenyl)suIfonyl]^ 3 

fluorobenzylcarbamate 




329 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-( 1 - 

DiDeridinvnDronvnbenTvHhenT^ne^iilfnnarn ide hvHmphlrtrirlp 




330 


+++ 


N- {4-[2-( 1 -{ [(4-chloropheny l)sulfbny I]-2,5-difluoroaniHno } ethyl)phenoxy ]buty i }-N- 

ethvlnronan amide 




331 


+++ 


N-{2-[2-(I-{[(4-chlorophenyl)suifonyl]-2,5-difluoroaniiino}ethyI)phenoxy]ethyl}-N- 

tnethy lacetam ide 




332 


+++ 


2-[2-(( I R> 1 - { [(4-chlorophenyl)sulfony l]-2,5-difluoroani!ino } ethy!)pheny l]ethy 1 2-( 1 - 
ovrrolidinvl^eth vlcarham ate 


fil 


333 


4-H- 


3 - [2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony I]-2,5-difluoroaniiino }ethy l)-5-fluoropheny l]-N-(3 ,4 

rfifliirtrnhenTv^nrftnanmniH^ 




334 


+++ 


2-[2-(( 1 R> I -{ t(4-chIorophenyI)sulfonyI]-2,5-difluoroaniiino} ethyl)-5-fluorophenyl]ethyl 4 

iriPthvlevf , 1r*hpYVjr , .5irHs»iri£itp 


ni 


335 


-H-f 


3-(( 1 R)- 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino } ethy I)benzoic acid 




336 


+++ 


4-chloro~N-(2,5-difluoropheny I)-N- { ( I R)- 1 -[2-( 1 H- 1 ,2,4-triazoI- 1 - 

vim pth vl \t\\ en vl Ipfh vl \ hpn 7Pn p<:? 1 1 firm am i Hp 


o 


337 


-H-f 


3-[2-((IR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyi)-5-fluorophenyl]-N- 
meth vl-N-nhen vlnronanam tde 




338 


+++ 


N,N-diallyI-3-[2-((IR)-l-{[(4-chIorophenyl)sulfonyi]-2,5- 

df fit lornan 1 1 i no 1 pth v! ^nhen vl lr»mrwm am tH p 




339 


4-H- 


4-chIoro-N-(2,5-difiuorophenyl).N-(( 1R)-1- {2-[2-( 1 H- 1 ,2,4-triazol- 1 - 

vl V*th v ! 1 iVh PTl vl \ Pth v 1 Yhpn 7Pnp<:i 1 1 fnimm i ri p 




340 


+-H- 


4-butoxy-N-{3-[2-( 1 -{ [(4-chlorophenyl)suIfonyl]-2,5- 

Hlfln ArAani itnrt) Pthvl\r\Vipnnv vlorrtnvl XHptiTsimiHi* 




341 


-H-f 


N- {4-[2-( 1 - { [(4-chloropheny l)sulfony!]-2,5-difluoroanilino } ethy I)phenoxy]buty 1 }-N ,2,2- 




342 


+-H- 


3-[2-(( 1 R)- 1 -{ [(4-chiorophenyi)sulfonyl]-2,5-difluoroaniIino }ethyl)pheny l]-N-[4- 




343 


+++ 


2-[2-(( lR)-l-{ [(4-chiorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)pheny l]ethy 1 2- 

( HipthvlfiTninA^ptHvlpjirhjHTiatp 




344 


+++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyI)phenoxy]propyl}-N- 

m pf fi v 1 — 0 —{*y -th i Pn vl Nst/'-pt n rn i 




345 


-H-+ 


2-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyI3-2,5-difluoroaniIino } ethy I)-5-fluorophenyl]ethy I 2 

( 1 H-indol-3-y l)ethy lcarbamate 




346 


+++ 


2-(( I R)- 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniiino }ethyl)benzy 1 
methyl(phenyl)carbamate 




347 


4~H- 


N- { 3-[2-( 1 -{ [(4-chloropheny I)sulfonyI}-2,5-difluoroanilino } ethy I)phenoxy ]propy I } -N- 
methyl-2-nitro-4-(trifluoromethyl)ben2enesulfonamide 




348 


-H-+ 


4-chIoro-N-(2,5-difluoropheny I)-N-[ I -(2- { 3- 
[methyl(phenylsulfonyl)amino]propoxy}phenyI)ethyI]benzenesuIfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


349 


+++ 


2-[2-(( 3 R)- 1 -{[(4-chlorophenyl)sulfonyl]-2,5^ifl^ 

pheny lcarbamate 


350 


-R-f- 


2,6-dichloro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2 } 5- 
difluoroanihno Jethy l)phenoxy ]propy 1 }benzamide 


351 


-H~f 


methyl 3-[2-( 1 -{ [(4-chloropheny!)sulfonyi]-2,5- 
d!nuoroanilino}etnyl)phenoxy]propyl(methyl)carbamate 


352 


+4-+ 


3-[2~(( 1 R)- 1 -{ [(4-chloropheny i)su!fonyl]-2,5-difluoroaniiino}ethyl)-5-fluorophenyl]-N- 

phenylpropanamide 


353 


-H-+ 


3-[2-(( 1 R)- 1 -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethyI)phenyI]-N-(tetrahydro- 

2-furanylmethyl)propanamide 


354 


-H-f 


2-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 3-(lH- 
imidazol- 1 -yl)propy lcarbamate 


355 


+++ 


N- { 4- [2-( 1 - { [(4-chloropheny l)sulfony l}-2,5-difluoroanilino } ethy I)phenoxy]butyl } -N- 
methylcyclobutanecarboxamide 


356 


+-H- 


4-chloro-2-[[(4-chlorophenyl)sulfonyl]((lR)-l-{2.[3-(lH-imidazol-l- 
yl)propyl]phenyl}ethyl)amino]benzyl acetate 


.357 


+-H- 


4-chloro-N-(2,5-difluorophenyi)-N-{ 1 -[2-(4- 
{ethy 1 [(isopropylamino)carbony 1] amino } butoxy)phenyl]ethy I } benzenesulfonamide 


358 


+++ 


2-[2-((l R)- 1 -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyI)-5-fluorophenyl]ethyl 

2,5-difluoroben2ylcarbamate 


359 


-J-H- 


4-chloro-N-(2,5-difiuorophenyl>N-((lR)-l-{4-fluoro-2-[(4- 
pyridinylmethoxy)methyl]phenyl}ethyl)benzenesulfonamide 


360 


-4-H- 


2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyI]-2,5-ditluoroanilino} ethyl)-5-fluorobenzyI 2- 
(diethylamino)ethylcarbamate 


361 


+++ 


2-(( 1 R)- 1 - { [(4-chloropheny l)suifonyI]-2 ) 5-difluoroanilino}ethyi>5-fluoroben2yi 
methyl(phenyl)carbamate 


362 




2-chioro-N-{3-[2-(l-{[(4-chlorophenyI)sulfonyIJ-2,5- 
difluoroaniHno}emyl)phenoxy]propyl}benzamide 


363 


+-H- 


methyl [{4-[2-( l-{ [(4-chloropheny 0sulfonyi]-2,5- 
difluoroanilino } ethy l)phenoxy]buty 1 } (methy I)amino](oxo)acetate 


364 


+++ 


2-[{2-[2-(l-{[(4-chlorophenyl)suifonyl]-2,5- 
difluoroaniIino}ethy0phenoxy]ethyl}(methyI)amino]-l,l-dimethyl-2-oxoethyl acetate 


365 


-H-+ 


2-(( I R)- 1 -{ [(4-chloropheny l)sulfonyI]-2 > 5-difluoroanilino } ethyl)-5-fluorobenzy I 
cyclohexylcarbamate 


366 


+++ 


2-[2-(l-{[(4-chlorophenyl)sulfonyl)-2,5-difluoroanilino}ethyl)phenoxy]-N- 
methoxy acetam ide 


367 


+++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl)-2,5-difluoroanihno}ethyl)phenoxy]propyl}-2- 

nitrobenzamide 


368 


+-H- 


2-(( 1 R)- 1 -{ [(4-chloropheny !)sulfonyl]-2,5-difluoroanilino }ethyl)-5-fluorobenzyl 

phenylcarbamate 


369 


+-H- 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino>ethyl)-5-fluorophenyl]ethyl 

methyl(phenyl)carbamate 


370 


+++ 


2- [2-(( lR)-l-{ [(4-chloropheny l)sulfonyi]-2,5-dif\uoroamlino }ethy l)-5-fluoropheny ljethyl 4 
(tnfluoromethyl)benzylcarbarnate 


371 


+++ 


2-[2-(( lR)-l-{ [(4-chIorophenyl)sulfonyl J-2,5-difluoroanilino}ethy l)phenyl]ethyi 

isobutylcarbamate 


372 


+++ 


N-{4^2-(l-{[(4<hlorophenyl)sulfonyI}-2^^^ 

2,2-dimethyIpropanamide 


373 


+++ 


N- { 3-[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino } ethy l)phenoxy Jpropyl } ->i- 

methylacrylamide 


374 


4-4-1- 


4-chloro-N-[l-(2-{4-[[(diethylamino)carbonyI](methyl)aminolbutoxy}phenyl)ethyl]-N-(2,5 
difluoropheny l)benzenesulfonam ide 


375 


-H-+ 


4-chioro-N-{2-[3-(diethyIamino)propoxy]benzyi}-N-(2,5- 
difluorophenyl)benzenesulfonamide hydrochloride 


376 


4-4-f 


4-chloro-N-{2-[3-(diethylamino)propoxy]benzyi}->3-(2,5- 
difluorophenyl)benzenesulfonamide hydrochloride 


377 


4-4-4- 


3-[2-(( 1 R)- 1 - { [(4-chloropheny l)suIfonyI]-2,5-difluoroaniIino JethyOphenyll-N^- 

diethylpropanamide 
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378 


44-4- 


3-[2-(( 1 R)- 1 - { [(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethy!)phenyl]propy! 1 - 

piperidinecarboxylate 


379 


44-4- 


2-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenyi]ethyl 

isopropylcarbamate 


380 


-H-+ 


4-chloro.N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[(3- 
pyridiny imethoxy)methy IJpheny 1 } ethy I)benzenesulfonam ide 


381 


444- 


N- { 2-[2-( 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroaniIino }ethy l)phenoxy Jethy 1 } -N- 
methy l-2-(2-thieny l)acetam ide 


382 


44-4- 


4-chloro-N-(2,5-difluorophenyI)-N-{ 1 -[2-(2- 
{methyl[(methylamino)carbonyl]amino}ethoxy)pheny[]ethyl}benzenesulfonamide 


383 


44-f 


3- [2-(( 1 R)- 1 - { [(4-chloropheny I)sulfony l]-2,5-difluoroani Hno } ethy l)pheny I]-N-(2,5- 
difluorobenzyl)propanamide 


384 


44-4- 


N-{4-[2-(l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N- 
methyl-2-(phenylsulfanyl)acetamide 


385 


44-4- 


2- [2~(( 1 R)- 1 - { [(4-chloropheny l)sulfony i]-2,5-difiuoroaniiino} ethy l)-5-fluoropheny l]ethy 1 1 

phenylethylcarbamate 


386 


44-f 


N-{3-[2-({[(4-chlorophenyl)sulfonyi]-2,5-difluoroanilino}methyl)phenoxy]propyl}-2- 
methoxy-N-methylacetamide 


387 


4-H- 


N-{3-[2-(l-{[(4-chlorophenyi)sulfonyI]-2,5Hlifluoroaniiino}ethyl)phenoxy]propyI}-N J 4,7 s 7 
tetramethy i-3-oxo-2-oxabicyclo[2.2. 1 ]heptane- 1 -carboxamide 


388 


44-4 


N-(l^-benzodioxoI-5-ylmethyl>3-[2-((lR)-I-{[(4-chlorophenyI)sulfon 
d ifluoroanilino } ethy l)pheny 1 ]propanam id e 


389 


4-44- 


2-[2-((lR)-i-{[(4-chlorophenyi)sulfonyl]-2 ) 5-difluoroaniiino}ethyI)phenyl]ethyl 

benzylcarbamate 


390 


44-4- 


3-[2-((lR)-I-{[(4-chlorophenyl)sulfonyl]-2,^^^ 

phenylethyI)propanamide 


391 


4-44- 


4-chloro-N-(2-chloro-3-pyridinyI)-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


392 


+44- 


242-((lR)-l-{f(4-chlorophenyl)suIfonyl>2,5-difluoroanilino}ethyl)phenyi]ethyl 2- 

m ethoxyethy 1 carbarn ate 


393 


+44- 


3-[2-(( 1 R)- 1 - { [(4-chloropheny I)sulfonyi]-2,5-difluoroanilino }ethy l)pheny l]-N-[2-( 1 - 
pyrrol id inyl )ethyl ] propanam ide 


394 


44-+ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
methy Icy clopentanecarboxam ide 


395 


+++ 


2-(( lR)-!-{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino } ethy l)-5-fluorobenzyl 2,2- 

dim ethoxyethy lcarbamate 


396 


4-44- 


2-[2-(( lR)-l-{ [(4-chloropheny l)sulfony l]-2,5-difluoroanilino }ethy I>5-fluoropheny IJethyl 2 

methoxyethyl carbarn ate 


397 


4-4-4- 


4-chioro-N-(2,5-difluorophenyl)-N-[ 1 -(2- {2- 
[[(dimethy Iamino)carbonyl](methyl)ani ino]ethoxy } pheny I)ethyl] benzenesulfonamide 


398 


4-44- 


2-(( 1 R>- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino } ethy l>5-fluorobenzy 1 

isobutvlcarbamate 


399 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(2,5-dioxo-l- 
DYrrolidinvl^nronoxvlfoenzvIlhenzen 


400 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-((l R> 1 -{4-ftuoro-2-[(2- 
Dvridinvlniethoxv^metiivllDhenvnethvnhenz^ne^ulfonamide 


401 


44-4- 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyI)phenyI]-N- 
cy clohexy Ipropanam ide 


402 


+++ 


2-[2-(( 1 R)- 1 -{ [(4-chioropheny l)su!fony l]-2,5-difiuoroaniIino}ethyl)pheny I]ethy 1 2- 

pheny 1 pro py I carbarn ate 


403 


+++ 


3-[2-((lR)-l-{[(4-chIorophenyl)sulfonyi]-2 > 5-difluoroanilino}ethyl)phenyl]->J- 

phenylpropanamide 


404 


+++ 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl3-2,5-di{luoroanilino}ethyi)phenyI]-N-(2- 
furylmethyl)propan amide 


405 


44-4- 


2-[2-((IR)-l-{[(4-chloropheny!)sulfonyI]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]ethanesulfonic acid 


406 


44-4- 


3-[2-(( lR)-l-{ [(4-chloropheny I)sulfonyl]-2 s 5-difluoroanilino } ethy i)pheny l]-N-( 1 ,2,3 ,4- 
tetrahydro- 1 -naphthalenyl)propanamide 
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407 


-H-+ 


4-chloro-N-{2-[3-(cyclohexylsulfmyi)propoxy]benzyi}-N-(2,5- 

difluoronhenvnbetizenpsnlfnnamifip 

will UUl YJ ^Jl IVI 1 Jr 1 y IV Vll4L<VllV^ijUllUliCLllt lu^< 


408 


+++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,6- 

df fIimrnhpn75»mtHp 


409 


+++ 


4-buty 1-N- { 3-[2-( 1 - { [(4-chloropheny I)suIfonyl]-2,5- 
difluoroanilino }ethy l)phenoxyjpropyl } benzamide 


410 


+-H- 


4-chloro-N-(2 > 5-difluorophenyl)-N-{l-[2-(3-{methylt(4- 
nitroDhenvllsulfonvllarninoloroooxv^nhepvIleth 


411 


-H-f 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2 > 5-difluoroaniiino}ethyI)phenyl}propyl 

i ^onronv I rha m fit 


412 


+++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]ethyI}-N-ethyl- 

9 9-dimpthvlnrnnnrtflmiHp 


413 


-H-i- 


4-chioro-N-(2,5-difluorophenyl)-N-[2-(3-hydroxypropyl)benzyI]benzenesulfonamide 


414 


+++ 


I -tert-butyl 4-[2-(( lR)-l-{ [(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino} ethy l)-5- 

flufirfthpn7"v11 1 4-rMr*pra7inpHif*-5trHr»Yvlntp 


415 


+-H- 


methyl [{3-[2-(l-{[(4-chiorophenyl)sulfonyl]-2,5- 
difluoroanilino) ethvl^nhenoxvlnronvl )Y methvnflm innlf fivn^arj*tatp 


416 


+-H- 


[[2-(( I R)- 1 -{ [(4-chloropheny i)suifonyi]-2,5- 
difluoroanilino )ethvI^ben7vnfmethvnaminolaretir arid hvdrnphtnriHp 


417 


-H-f 


N-{ 2-[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilmo }ethyl)phenoxy ]ethy 1 }-N-ethy 1- 

2-f rjhenvWulfanvnacetamidp 


418 


-H-f- 


2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyl}-2,5-difIuoroanilino }ethy l)-5-fluorobenzyI 2-( 1 - 

TrtPth v 1-2-TWrrrtlid i n vl^pth vlfJirKflm at** 
iiiVUljrl .£> Jj^r 1 1 ui lull Ijr LJ&Wlj l\scll Udi tlillC 


419 


-HH- 


2-[2-(( 1 R)- 1 -{ [(4-chloropheny l)sulfony^ 

Tl llrtT*l*M1^T"i 71/1 f*£» t*OOtVl 


420 


-H-+ 


4-chloro-N-(2,5-difluorophenyl)-N-( {3-[3-( 1 -piperidiny l)propoxy]-2- 

n^nhthvl ^rrtPthvl^hpriTPnp^til'fnnfliTiiHp hvHmphlnriHp 


421 


-H-+ 


4-chIoro-N-(2,5-difluorophenyI)-N-({ 3-[3-( 1 -piperidiny l)propoxy]-2- 

rifirtHtfivl ^TTipffi vl'\hpri7'PfiPQii1fir\rmTTi irl^ livHivvHlrtriH^ 

liapilllljri jlllCUlj I ^UCllZ,CllVOUllUli<UiiIviC Ul tJVllUJl IUC 


422 


-H-+ 


2-[2-((lR>l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophenyl]ethyl2 

rrKprivlptlivlparh^mfltp 


423 


+++ 


N-{3-[2-(l-{ [(4-chloropheny l)sulfony!]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-4- 

n rnrt v 1 H pn 7n tn i H p 


424 


-f-H- 


N-{3-[2-( 1 -{ [(4-chiorophenyl)sulfonyI]-2 J 5-difluoroaniiino}ethyl)phenoxy] 

tn PtHnw-TvJ— m prii vl Kpn 7nm t ri p 


425 


+++ 


2-[2-(( lR)-l-{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethy l)pheny IJethy I benzyl[2- 

( Him PtVivlamitirt^^tVi vllpstrt^amsiff* 

^UlUlCUly lOlUItLU ^CUljr 1 jlrOl UOiilwlC 


426 


+++ 


3-[2-((lR)-l-{[(4-chIorophenyl)sulfony^ 

tVH p n v 1 n n si tn i t\ f> 

pJlCliy IjJl UJJtUlCUlilUC 


427 


H-H- 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N-(2- 

jjii^iijf i|Ji Up^i^jJivjJaiiiaiiiiuc 


428 


-H-+ 


N-{ 3-[2-( 1 -{ [(4-chloropheny I)suIfonyl]-2,5-difluoroanilino}ethyI)phenoxy]propyl} -3- 

Ksj t-iN-IIICllljf ipiUpaJlalllluC 


429 


-H-+ 


2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroanilino}ethy I)-5-fluorobenzyl tetrahydro 

Z,-iul ulljr lXHCUiyiCaT UainalC 


430 


4-f-f- 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl3-2,5-difiuoroanilino}ethyi)phenyl]-N-(3,4- 
uiiiuoroucnzyi^prop^ainiuc 


431 


+++ 


3-t2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyI]-2 > 5-difluoroanilino}ethyl)phenyl3-N-( 1 - 
phenyl ethyl)propanamide 


432 


+++ 


N-{3-[2-(l-{[(4-chIorophenyl)suIfonyI]-2,5- 


433 


+++ 


N-{ 4-[2-( 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N,3- 

dimethyl-2-butenamide 


434 


-H-+ 


N-{2-[2-(l-{[(4-chIorophenyI)sulfonyI]-2 } 5-difluoroanilino}ethyl)phenoxy]ethyl}-N-e^ 

2-methoxyacetamide 


435 


-h-f— h 


2-[2-((!R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophenyl]ethyl 2 

furylmethylcarbamate 
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436 


+++ 


2- [2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyl]-2 J 5-difluoroanilino}ethy !)pheny IJethy 1 2-( 1 H- 

indoi-3-yl)ethylcarbamate 


437 


-H-f 


2-(( 1 R)- 1 - { [(4-chIoropheny l)su!fony l]-2,5-difluoroani!ino } ethy l)-5-fluorobenzy 1 

isopropyl carbarn ate 


438 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-[2-(lH-imida2o!-l- 
ylmethyl)phenyl]ethyl } benzenesulfonamide hydrochloride 


439 


+-H- 


4-chf oro-N-(2,5-difiuorophenyl)-N-{( 1 R)- 1 -[2-( 1 H-tetraazoI- 1 - 
ylmethyl)phenyljethyl} benzenesulfonamide 


440 


+++ 


4-tert-buty i-N-{ 3-[2-( I -{ [(4-chIorophenyl)sulfonyl]-2,5- 
difiuoroanilino }ethyl)phenoxy]propy 1 }-N-methy ibenzamide 


441 


+++ 


2-[2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino} ethyl)- 5-fluoropheny l]ethy I 

buty I(m ethy 1 )carbam ate 


442 


-H-+ 


N-{2-f2-(l-{[(4-chiorophenyl)sulfonyl]-2 ) 5-difluoroanilino}ethyl)phenoxy]ethyI}-N- 
metnylcyclopentanecarboxamide 


443 


+-H- 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenyl]-N-(2- 
phenylethyl)propanamide 


AAA 


+++ 


N-benzyl-3-[2-((lR)-l-{[(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)-5- 
fluoropheny 1] -N-methy Ipropanam ide 


445 


+-H- 


4-chloro-N-(2,5-difluorophenyI)-N-{l-[2-(4. 
{ ethy l[(ethy lam ino)carbonyl]amino } butoxy)pheny I ]ethy I } benzenesulfonamide 


446 


+++ 


3-[2-((lR)-I-{[(4-chiorophenyi)sulfonyI]-2,5-difluoroanilino}ethyi)phenyI]-N-(3- 
py rid iny lmethy 1 )propanamide 


447 


++■+ 


6-amino-N-{ 3-[2-({ [(4-chloropheny i)sulfony l]-2,5- 
difluoroanilino^niethvntiherioxvlDroDvH-lvI-metiivlhexanamide hydrochloride 


448 


+++ 


6-amino-N-{3-[2-({[(4-chiorophenyl)suifonyI]-2,5- 
difluoroanilinoltnethv^ hvdrochlnride 


449 


-H-+ 


N- {4-[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino }ethyl)phenoxy]butyl }-N- 
ethy Icy cl obutanecarboxam ide 


450 


+-H- 


4-chloro-N-(2,5-difluoropheny l)-N-(2- {2-[ 1 -(2-pyridiny icarbony J)-2- 


451 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-(2- {2-[ 1 -(3-pyridiny Icarbony i)-2- 
n i Deridi n vl 1 eth ox v \ ben zvnhen7enesu 1 fori am ide 


452 


+-H- 


N-benzy l-3-[2-(( 1 RH - { [(4-chlorophen 

rnethylpropanamide 


453 


+-H- 


N- { 2-[2-( 1 -{ [(4-chloropheny I)sulfony l]-2,5-difluoroanilino} ethy l)phenoxy ]ethy 1 } -N- 

ethy lacetam ide 


454 


4-H- 


N- {4-[2-( 1 -{ [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino }ethy l)phenoxy ]buty 1 }-N-ethy 1- 

2-methylpropanamide 


455 


+-H- 


2-(( 1 Ky 1 -{ [(4-chlorophenyl)sulfony l]-2,5-difluoroaniiino}ethyl)-5-fiuorobenzyl 1 -benzy I- 

. 4-nineridinvlcarbamate 

l LM L-^wl 1 VI All J* IvvU UHllllMv 


456 


-H-+ 


2-[2-((IR)-l-{[(4-chiorophenyl)sulfonyI]-2,5-difiuoroaniIino}ethyl)phenyl]ethyl3- 

nvri A in vl f^nrKam ntf* 
\jyt- lutiijf i\y<xx vcu.il ate 


457 


-H-f 


2-[2-(( 1 R)-l - { [(4-chlorophenyl)suIfonyl]-2,5-difluoroaniiino}ethyl)-5-fluorophenyl]ethyl 2 


458 


-H-+ 


N-{3-[2-({[(4-chiorophenyl)suIfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N,2,2- 

trim^tVivinrnnanarniHp 

U XI 1 1 wt.ll V 1 LJ 1 \JUCUiailllUw 


459 


+++ 


2-[2-(( 1 R)- 1 -{ [(4-chlorophenyI)sulfonyI]-2 > 5-difluoroanilino} ethy!)-5-fiuoropheny I]ethyl 2 


460 


+++ 


4-chloro-N-(2-chlorophenyl)-N-{2-[3-( 1 -piperidinyl)propoxy]benzyi } benzenesulfonamide 

hvdroehloridp 


461 


+-H- 


N- {3-[2-({ [(4-chloropheny l)sulfonyI]-2,5-difluoroaniIino}methy!)phenoxy] propyl } -N- 

methylpropanarnide 


462 


+-H- 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difiuoroaniIino}ethyl)phenoxy]propyI}-N- 
methyl-3-nitrobenzenesulfonamide 


463 


-H-+ 


N- { 4-[2-( 1 -{ [(4-chloropheny I)sulfonyI]-2,5-difluoroanilino } ethy l)phenoxy jbuty I }-*N- 

methylbutanamide 


464 


-H-+ 


N-{3-[2-( 1 - { [(4-chloropheny l)su!fonyl]-2,5-diiiuoroanilino} ethy l)phenoxy Jpropy 1 } -2- 

fluorobenzamide 
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465 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-({3-[3-(l-piperidinyl)propoxy]-2- 
pyridinyl}methyl)benzenesulfonainide hydrochloride 


466 




N- { 3-[2-( 1 - { [(4-chioropheny l)sulfony I]-2,5-difluoroanilino } ethy I)phenoxy ]propy I } -N- 

methylbenzamide 


467 


+-H- 


N-{3-[2-(l-{[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethyi)phenoxy]propyl}- 
2,2,3 ,3,4,4,5,5,6,6,7 t 7,8,8,8-pentadecafIuoro-T s 3-itiethyloct3nainide 


468 


-H-+ 


methyl 4-[{2-[2-( 1 -{ [(4-chiorophenyl)sulfony l]-2,5- 
difluoroaniiino^emvnnhenoYvlethvllftriPthvnam 


469 


+++ 


N-{4-[2-(l-{[(4-chlorophenyi)sulfc^ 

?Tiethvl-9-^-thi(*nv1 1 \5if , *f*fnrniHp 


470 


+4-+ 


N-{4-[2^1-{[(4-chlorophenyI)sulfonyl]-2 s 5-difiuoroanilmo}ethyI)phenoxy]butyl}-N 

eth v I hutan am i de 


471 


-H-f 


N- { 3-[2-( 1 - { [(4-chloropheny i)sulfony 1]-2,S -difluoroanilino } ethy l)phenoxy Jpropy 1 } -4-ethy 1 

N-meth vl hen zam i de 


472 


-H-+ 


3-[2-(( 1 R> 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino }ethy l)phenyl]propy 1 
methyl(phenyl)carbaniate 


473 


4-H- 


2-(( 1 R)- 1 - { [(4-chloropheny l)suIfonyl]-2,5-difluoroanilino }ethyl)-5-fluorobenzyl 2-( 1 H- 

indol-^- vHeth vlcarham af p 


474 


-H- 


N - {4-[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino } ethy l)phenoxy Jbutyl }-N- 

meth vl fiVftlonpnl'finfv.arhriYJitn i Hf» 

ItlwUlJ "'J VlV^wJlUUtVvul UVIAullllUW 


475 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxyjpropyl}-N- 

m Pth v 1 - 0 — t fi i nnfi f* n &rst rh rt y n m i H #» 


476 


-H- 


4-chloro-N-(2,5-difluorophenyi)-N-[l-(2-{3-[[(4- 

l1 tirvronhpn vl^<Ji t! fTvnvIl f'ni PthvJ^^m irk/\lnr/"vr\/Tvv Xr^VifMrvl^AtKirf IK/^rkT^r-vocn f -fX»->ot->-» 1/4^ 

iiuv/i vjptj^-njr i^Duiivii^ij^niQuij i^uiiiiiiijjprvpuAy /pnciiyi jcuiyijuciizcncsuiionariiiue 


477 


++ 


N- { 3-[2-( 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroanilino }ethyI)phenoxy]propyl } -N- 

mf*thvl-1 ^-HfTiTrtHirtYrti^-S-r^jirKnYsimiHA 


478 


++ 


3-[2-(( lR)-l-{ [(4-chIorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenyl]-N-(2- 


479 


++ 


3-[2-(( I R)- 1 - { [(4-chiorophenyl)sulfonyI]-2,5-difluoroanilino}e^iyl)phenyl]propyl 

/-I ri 17 1 /^QrKofn of** 


480 


4-f 


2-((lR>- 1 -{ [(4-chlorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)benzyl 2-( 1 H-indol-3- 

vl ^f*th vl f*arha m atp 


481 


++ 


2-(( 1 R)- 1 - { [(4-chloropheny l)su!fonyl3-2,5-difluoroaniIino} ethy I)-5-fluorobenzyl 3- 


482 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 
in euiy i-z-niiroucnzcnesui ionsun luc 


483 


++ 


methyl {[2-((IR>l-{[(4-chlorophenyl)sulfonyI]-2,5. 

f\ t y\ i i rkrv*\ort 1 1 i T»n \ Ath v1\l"*Ari T\l\ l<lfn tnn \ -a r 1 Atsit** 


484 


++ 


N-{2-[2-(I-{[(4-chiorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

meuiy louuuuuii ltie 


485 


H-+ 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N-ethyl- 

D -mcuiy 1 UUUxIlalR lu C 


486 


-H- 


1 -ten-butyl 4-[2-(( 1 R)- 1 -{ [(4-chiorophenyl)sulfony l]-2,5-difluoroaniIino} ethyl)benzy 1] 1 ,4- 


487 


++ 


N-[2-(4-chiorophenyl)ethyI]-3-[2-((lR)-l-{[(4-chlorophenyl)suifonyl]-2,5- 

uiiLULriuaiiiiiiiu/cmyi ^piicny Ljprupaxioixiiut; 


488 


4H- 


N- { 2-[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5 -difluoroanilino } ethy I)phenoxy ]ethy 1 }-N- 

methy lbenzam i de 


489 


4H- 


4-[2-(( 1 R)- 1 -{ ^-chiorophenyOsulfonylJ^^-difluoroaniiino }ethy l)-5-fluorophenyl]-N,N- 

dipropy lbutanam ide 


490 


++ 


N-{4-[2-(l-{[(4-chlorophenyi)sulfonyl]-2 ) 5-difluoroaniiino}ethyl)phenoxy]butyl}-N,3- 

dimethy lbutanam ide 


491 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-[2-(lH-tetraazol-l- 
ylmethy!)benzyl]benzenesulfonamide 


492 


-H- 


4-chIoro-N-{2-[3-(l,l-dioxido-4-thiomorpholinyi)propoxy]benzyl}-N- 
phenylbenzenesulfonamide hydrochloride 


493 


-H- 


2-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 

diallylcarbamate 
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494 


++ 


N- { 2-[2-( 1 - { [(4-chloropheny l)sulfony i]-2,5-difluoroaniIino } ethy I)phenoxy ]ethy I }-N- 

Tn**f hvl-^-^T^li^'n vldil fan vl^si/v^t 5im trip 




495 




(2E)-N- {4-[2-( 1 - { [(4-chloropheny I)sulfony l]-2,5-difiuoroanIIino } ethy!)phenoxy]butyi}-N- 




496 


++ 


N- { 3-[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino} ethy l)phenoxy ] propyl } [ 1 , 1 




497 


++ 


N-{3-[2-( 1 - { [(4-chIorophenyl)sulfony l]-2,5-difluoroanilino } ethy I)phenoxy]propyl } -2,3 ,6- 

in Liuuruuerizmiiiue 




498 


++ 


3-[2-((lR)-l-{[(4-chiorophenyl)sulfonyi]-2,5-difluoroanilino}ethyl)phenyI]propyl 

DCLLZy J CttTDaiTlalG 




499 


-j— f- 


ethyl 4-[2-( 1 -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butanoate 




500 


-H- 


N-(sec-buty l)-3 - [2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5- 

fl 1 fl i inrofln i 1 i n cs \ f*tH v t \nV\ vl 1 n rorMi n 5» tn i H p 


V. .. 


501 


-H- 


N-{2-[2-(l-{[(4-chloropheny0sulfonyI]-2,5-difluoroan!lino}ethyl)phenoxy]ethyl}-N,3- 




502 


++ 


N-{3-[2-(l-{[(4-chiorophenyi)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,4- 

uiiiuoro-iN-inetnyiDcnzain 




503 


-H- 


(2E)-N-{2-[2-( 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniiino }ethyl)phenoxy]ethyi }-N- 

memy i-z-Duienarniae 




504 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]ethyl}-N- 

ciny iprupanainiuc 




505 


++ 


2-bromo-N- {3-[2-( 1 - { [(4-chioropheny i)sulfonyl]-2,5- 
difluoroanilino} ethy l)phenoxy] propyl }-N-m ethy lbenzam ide 




506 


-H- 


N-{2-[2-( 1 - { [(4-chloropheny I)sulfonyl]-2 s 5-difiuoroaniIino } ethy l)phenoxy]ethyl }-N-ethyI- 

4-morpho linecarboxamide 


Til 


507 


++ 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfony l]-2,5-difluoroaniIino }ethy!)-5-fluorobenzyl 2,5- 

difluorobenzylcarbamate 




508 


++ 


2-[2-((lR>l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenyl]ethyI 2,5- 

difluorobenzylcarbamate 




509 


•H- 


2-(( I R)- 1 -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)benzy i 3-( 1 H-imidazol- 1 - 

y i ^propy iCarDamaie 


, — 


510 


-f-f 


N-{2-[2-( 1 -{ [(4-chlorophenyl)sulfonyl3-2,5-difluoroaniIino}ethyl)phenoxy]ethy 1}-N- 




511 


++ 


N-{2-[2-(I-{[(4-chlorophenyl)suIfonyl]-2 ) 5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 
m ethy Icy clohexanecarboxam ide 




512 


++ 


342-((lR>l-{[(4^hlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N4 
2-pyrrolidinyl)ethyI]propanamide 




513 


-H- 


2-chioro.N.{3-[2-(l.{[(4-chlorophenyl)su!fonyl]-2,5- 
difluoroanilino}ethyi)phenoxy]propyl}-N-niethyibert2arnide 




514 


++ 


(2E)-N-{4-[2-(l-{[(4-chiorophenyl)suIfonyI]-2,5-difluoroanilino}ethyi)phenoxy]butyl}-N- 

ethyi-2-butenamide 




515 


++ 


N-benzyl-3- [2-(( 1 R)- 1 - { [(4-chloropheny l)sui fony 1]~2,5- 
difluoroanilino} ethy l)phenyl3propanani ide 




516 


++ 


3-[2-(( 1 R)-l -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino} ethyI)phenyl]-N-[2- 
(d iethy lam ino)ethy I ] propanam ide 




517 


-H- 


N-butyl-3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl)-2,5-difluoroanilino}ethyl)phenyl]-N- 

m ethy Ipropanam ide 




518 


4H- 


N-{3-[2-( 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino } ethy l)phenoxy]propyi} -2,6- 
dim ethox y-N-m ethy lbenzam ide 




519 


++ 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl3-2,5-difluoroanilino}ethyl)phenyl]-N-(3- 
fluorobenzy l^propanatn ide 




520 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-2,5- 

difluorobenzamide 




521 


-Ht- 


2-((lR)-l -{[(4-chloropheny i)sulfonyi]-2,5-difluoroanilino} ethy i)benzyl bis(2- 
methoxyethyI)carbamate 




522 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N,3- 

dimethylbutanamide 
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523 


-H- 


N-{3-[2-(l-{[(4-chlorophenyi)sulfonyl]-2,5-difluoroaniIino}ethyi)phenoxy]propylJ-2 1 3- 

difluoro-N-methylbenzarnide 


524 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(2H-tetraazol-2- 
yI)propyI]phenyl}cthyI)benzenesulfonamide 


525 


++ 


2- [2-(( lR)-l-{ I (4-chloropheny I)sulfony l]-2,5-d ifluoroaniiino } ethy l)phenyl]ethy i 3 - 

fi uorobenzy 1 carbamate 


526 


++ 


4-chloro-N-(2,5-difluorophenyI)-N-(( 1 R)- 1 -{2-[2-( 1 H-imidazol- 1 - 
y OethyH phenyl) eth vhbenzenesulfon amide hydrochloride 


527 


++ 


methyl 4-({3-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5- 
d ifluoroaniiino} ethy I)phenoxy J propyl } amino )-4-oxobutanoate 


528 


-H- 


4-butoxy-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5- 
d i fl uo roan iiino ) eth v 1 )ohenox vl oron v U -N -m eth vl b en 7am i d p 


529 


++ 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)suifony l]-2,5-difluoroanilino}ethyl)benzyl 3- 
py ridiny lmethy 1 carbarn ate 


530 


++ 


2-[{3-[2-{{[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroanilino}methyI)phenoxvlDroDvlKmethvnamino]-l 1 -dimethvl-2-nxopthvl a^ptntp 


531 


-H- 


3-[2-((IR)-l-{[(4-chiorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N-(3- 

Dvridinvi^nronanajnidf* 


532 


++ 


3-[2-(( lR)-l-{ [(4-chloropheny l)suIfonyl]-2,5-difluoroaniiino } ethy I)pheny 1]-N- 
isobutvlnronanatti ide 


533 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]'2,5-difluoroanilino}ethyi)phenoxy]propyl}-N- 
methv I-9-oxo-9H-fl uoren e-4-r.a rhn* a m i H p 


534 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-{(lR)- 1 -[2-(2H-tetraazol-2- 
vIiriethvnDlienvllethvl \ benzenes u1fir>n amide 


535 


-Hf 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino }ethy l>5-fluorobenzyI benzyl[2- 
(dim ethy lam ino)ethyl] carbamate 


536 


-H- 


N- {3-[2-( 1 - { [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino} ethyl)phenoxy]propyl }-2,4- 

difluoroHen 7am ide 


537 




2- [2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony l]-2 t 5-difluoroanilino} ethy l)-5-fluoropheny l]ethy 1 

sec-buty Icarbam ate 


538 


-H- 


2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzyl 2-(2- 

pyridinyl)ethy (carbamate 


539 


~H- 


2-(( lR)-l-{ [(4-chiorophenyl)sulfonyl]-2,5-difiuoroanilino}ethy l)-5-fluorobenzyl 1 - 

n hen vleth vl carham ate 


540 


++ 


4-chioro-N-(2^-difluorophenyl)-N-[l-(2-{3-[methyi(4- 
tol uidino carbon v HaminolDrorjoxv 1 nhenv nethvll ben zenesul fonam i H p 


54 i 


++ 


N-{4-[2-(l-{[(4-chlorophenyl)suIfonyI^ 

2-(2-thieny 1 )acctamide 


542 


-H- 


2-(( 1 R)-3 - {[(4-chloropheny l)sulfonyl]-2,5-difluoroaniiino}ethyl)benzyl 2-(2- 
pyridinyi)ethylcarbamate 


543 


-H- 


N-[ 1 -(2- { 3-[[(4-tert-buty lphenyi)sulfonyl](methyl)amino]propoxy }pheny I)ethyl]-4-chIoro- 
N-f 2 5-difluoroDhenvnbenzenesul fonam ide 


544 


-H- 


N-benzyl-3-[2K(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)phenyI3-N-[2 
( dimethvlsrn ino^etfivllnrnnanamidp 


545 


-H- 


N- { 3-[2-( 1 -{ [(4-chloropheny l)suifonyl]-2,5-dif]uoroani lino} ethy i)phenoxy]propyl}- 1 - 

rt5iTihthaT»iHp 
lidfjiiiiioijuuc 


546 


++ 


3-[2-((l R)- 1 - { [(4-chlorophenyl)suIfony[]-2 t 5-difluoroanilino}ethyi)phenyl]propyI 
butvl^ meth vnearham atp 


547 


-H- 


4-chloro-N-(2,5-difluorophenyI).N-[(lR)-l-(2 s 3,4,5,6- 

nentafl tirirnnfripnvl \f*t H vl lhpTi7pr*p<:i i I fVin nm iH^* 


548 


++ 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniiino}ethyi)phenoxy]butyI}-N-ethyl- 

3 -methyl -2-butenam ide 


549 


++ 


2-(( IR)-l-{ [(4-chlorophenyl)suJfonyl]-2,5-difluoroanilino} ethyl)- 5-fluorobenzyl 3,4- 

difluorobenzylcarbamate 


550 


-+-+ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 

diethylcarbamate 


551 


-H- 


N-{3-[2-({ [(4-chloropheny l)sulfonyi]-2,5-difiuoroanilino } methy i)phenoxy ]propy 1 } -N,2- 

dimethylpropanamide 
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552 


4-f 


3-[2-((lR)-I-{[(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyI]-N<4- 
fluorobenzyl)propanamide 


553 


+-f 


4-chloro-N-(2,5-difluorophenyl)-N.[l-(2-{4- 
[[(ethytamino)carbonyl](methyl)amino]butoxy}phenyl)ethyl]benzenesulfonamide 


554 


++ 


2-[2-(( I R)- 1 - { [(4-chlorophenyl)suifonyI]-2,5-di£!uoroanilino } ethyl)phenyl]ethy 1 
benzy!(methyl)carbamate 


555 


-H- 


3- [2-(( lR)-l-{ [(4-chloropheny I)sulfony i]-2,5-difluoroanilino } ethy l)pheny IJpropy I 3 ,4- 

difluorobenzylcarbamate 


556 


++ 


2-(( 1 R)- 1 - { [(4-chlorophenyl)su!fony l]-2,5-difluoroanf lino } ethy I)-5-fluorobenzy 1 1 - 

piperidinecarboxylate 


557 


++ 


2-((lR).I-{[(4-chlorophenyl)sulfony!]-2,5-difluoroanilino}ethyI)-5-fIuorobenzyl 4- 
methyicyclohexylcarbamate 


558 


-H- 


N-{3-[2Kl-{[(4-chlorophenyl)sulfonyi]-2 ) 5-difluoroaniIino}ethyl)phenoxy]propyI}-N,4- 

dimethyI-2-nitrobenzamide 


559 


++ 


N- { 2-[2-( 1 -{ [(4-chloropheny l)suIfonyI]-2,5-difluoroanilino } ethy l)phenoxy]ethy I }-N-ethyl- 

2-methy lpropanam ide 


560 


-H- 


methyl 4-[{2-[2-(I-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroaniIino}ethyI)phenoxy]ethyl } (ethy I)amino]-4-oxobutanoate 


561 


-H- 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]butyi}-N- 

methyibenzamide 


562 


-H- 


aliyi 3-[2-(l-{[(4-chiorophenyl)sulfonyI]-2,5- 
difluoroanilino } ethy I)phenoxy]propy l(methy l)carbamate 


563 


++ 


2-((lR)-l-{[(4-chlorophenyi)sulfonyl]-2,5-difluoroaniiino}ethyI)benzyl 2,2- 
dimethoxyethylcarbamate 


564 


-H- 


4-chloro-N-(2,5-difIuorophenyl)-N-[l-(2-{2- 
[methy I(methy lsu!fonyI)amino Jethoxy } pheny l)ethy 1] benzenesuifonamide 


565 


-H- 


2-(( I R)- 1 - { [(4-chloropheny l)sulfonyI]-2,5-difluoroaniIino } ethyl)-5-fluorobenzy ! 2-(4- 
chlorophenyl)ethyIcarbamate 


566 


++ 


2-(( I R)- 1 -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroaniiino} ethyI)-5-ffuorobenzy 1 
benzy l(methy l)carbamate 


567 


++ 


2-(( IR)-l-{ [(4-chloropheny I)sulfony l]-2,5-difluoroaniiino } ethy I)-5-fluorobenzy 1 

benzylcarbamate 


568 


++ 


2-(( 1 R)- 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyi)-5-fluoroben2yl 2- 
pyridinylmethylcarbamate 


569 


++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl3-2 J 5-difluoroanilino}ethyl)phenyl]ethyl2- 

phenylethylcarbamate 


570 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfon^ 

methy 1-2-nitrobenzam ide 


571 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}-3,4- 

difluoro-N-niethy Ibenzami de 


572 


++ 


4-chloro-N-[l-(2-{2-[[(diemylamino)^ 

difluorophenyl)benzenesulfonamide 


573 


-H- 


N- { 2-[2-( 1 - { [(4-chloropheny l)sulfony I]-2,5-difluoroanilino } ethy l)phenoxy]ethy 1 } -N- 

methyl-2-furamide 


574 


++ 


(2S)-2-{ [2-(( 1 R)- 1 - {[(4-chloropheny I)sulfonyl]-2,5- 
di fl uo roani lino} ethy l)benzyi] ami no} propanoic acid 


575 


-M- 


4-chloro-N-(2,5-difiuorophenyI)-N-[l-(2-{3-[[(4- 
methoxyphenyl)sulfonyl](methyl)amino]propoxy}phenyl)ethyl]benzenesuIfonamide 


576 


++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyi 4- 

fluoroh en7vl carh am atf* 


577 


-H- 


N-[ 1 -(2- { 4-[[(tert-buty Iamino)carbony I](ethy l)amino]butoxy } pheny l)ethy 1 J-4-chloro-N-(2,5 
difluoropheny!)benzenesulfonamide 


578 


4-+ 


N-benzyI-4-chloro-N-(2,5-difiuorophenyl)benzenesulfonamide 


579 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difiuoroanilino}ethyl)phenoxy]ethyl}-N- 
methyl-2-thiophenecarboxamide 


580 


++ 


N-{ 3-[2-( I -{ [(4-chlorophenyI)suifony l]-2,5-difluoroanilino}ethyl)phenoxy]propy I }-4- 

cy ano-N-methy Ibenzam ide 



WO 00/50391 



333 



PCT/USOO/04560 



NUMBER 


ACTIVITY 


COMPOUND 


581 


++ 


2-((lR)-l-{E(4-chiorophenyi)suifonyl]-2,5-difluoroanilino}ethyl)benzyl tetrahydro-2- 

fi 1 1*5* n v t m #* t hu 1 f » r Wis m a f 


582 


4-4- 


2,5-dichioro-N-{ 3-[2-( 1 - { [(4-chloropheny l)sulfonyI]-2,5- 

/| 1 T 1 1 IfifAO T"\ tit r^i~\ pit/1 lT\tVkr\Trl \_"^I_rw ^fltYrlltAn l rAnapnlf/\n'irH « >-f .-v 

uuiuui ucujiimu /cuijf i ^piiciHjxy jprwpyt /-iN-incinyiuenzcncsuiionurniQc 


583 


4-4- 


2-chloro-N-{3-[2-(l-{E<4-chlorophenyl)sulfonyl]-2,5- 

v* 1 1 1 uui \j<u iiiiiixj fs^uiyi jpi icx iu a y jpi up y i f -i n -m cu ly I uci izci ici> u l iusium EQ c 


584 


++ 


4-butyl-N-{3-[2KI-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)phenoxy]propyI} 

1 N -1 1 ICU 1 j 1 UCX IZxlIIllU C 


585 


4-4- 


4-chloro-N-(2,5-difiuorophenyl)-N-[2-(lH- 1 ,2,4-triazol- 1 - 
y lrnethy l)benzy I] benzenesu 1 fonam ide 


586 


4-4- 


N-[ 1 -(2- { 4-[[(tert-butyiamino)carbony l](methy l)amino]butoxy }phenyI)ethyl]-4-chloro-N- 
\z.,j-uiiiuoropnenyi jucnzcncsuiionaiuiuc 


587 


4-f 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)benzy 1 2-( 1 -methyl-2- 


588 


4-+ 


N-{442-(l-{[(4^hlorophenyi)sulfonyl]-2,5-di£luoroaniIino}ethyi)phenoxy]butyl}-N- 

ll.lCUljr ipciiixtiicutiiuc 


589 


++ 


N-{3-[2-(l-{[(4-chlorophenyI)suifonyl]-2,5- 
u ixi uui uaiuiuiu f cuiy i^pncnoAy jprupy i / ocnzaniiuc 


590 


4-4- 


N- { 3 - [2-( I - { [(4-chloropheny l)sulfony l]-2,5-difluoroanii ino } ethy l)phenoxy Jpropy I }-2- 

m ethy Ibenzam ide 


591 


4-f 


N- {2-[2-{ 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethyl)phenoxy]ethyl}-N- 

eiriyiDcnzarniue 


592 


4-4- 


N- { 2-[2-( 1 - { [(4-chloropheny!)suIfony l]-2,5-difluoroaniIino } ethy l)phenoxy]ethy 1 } -N-ethyl- 

2-thiophenecarboxamide 


593 


4-4- 


2-((lR)- 1 - { [(4-chloropheny I)sulfonyl]-2,5-difluoroaniHno}ethyl)benzyl 4- 
(tri flu orom ethy l)benzy icarbam ate 


594 


4-4- 


4-chloro-N-(2,5-difluoropheny I)-N-{ I -[2-(2- 
\ ctny i^cuiyidmino^caroonyijarnino/einoxy jpneny ljeuiyi j Denzenesuiionannae 


595 


4-f 


{ [2-((l R)- l-{[(4-chlorophenyl)sulfonyl]-2 5 5-difluoroanilino}ethyl)benzyl]amino}acetic 

aciu nyarocnionae 


596 


4-4- 


N-{3-[2-({[(4-chlorophenyl)suIfony!]-2 > 5-difiuoroanilino}methyl)phenoxy]propyl}-N- 
luvinyi^^niorpnoiinecarD 


597 


++ 


4-chloro-N-{2,5-difluorophenyl)-N-(2-{3- 
[ [(d i m ethy lam ino)carbony l](methy l)am ino]propoxy } benzy I)benzenesul f onamide 


598 


4-4- 


2-[2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 2-(4- 
chlorophenyl)ethylcarbamate 


599 


4-+ 


4-chloro-N-(2,5-difluorophenyl)-N-(I-{2-[3-(methyl{{4- 
vuiiiuoroiiicinyi jpnenyijsuiionyi/aniino ^propoxyjpnenyi /cinyi ^uenzenesuironamioe 


600 


++ 


N-{2-[2-(I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy}ethyl}-N- 
ethy Icy clobutanecarboxaniid e 


601 


4-4- 


2-((l R)- 1 - { [(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino }ethyI)-5-fluorobenzyl 

diethylcarbamate 


602 


-H- 


N-{3-[2-(I-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}eUiyl)phenoxy]propyI}-N- 

methy I-4-nitrobenzam id e 


603 


4-4- 


N- {3-[2-(l -{[(4-chiorophenyl)suifonyi]-2,5-difluoroanilino} ethyl)phenoxy]propyI}-2- 
cy clohexyl-N-m ethy iacetamidc 


604 


4-4- 


4-chloro-N-{2-[3-(cyclohexylsuIfonyl)propoxy]benzyI}-N-(2 > 5- 
difluorophenyl)benzenesulfon amide 


605 


4-4- 


N- {3-[2-({ [(4-chIorophenyi)suifonyi]-2,5-difluoroanilino}methyl)phenoxy]propyl }-4- 

cyano-N-methylbenzamide 


606 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyI)phenoxyjpropyl}-4- 

cy ano Dcnzarn iu e 


607 


-H- 


N-{ 3-[2-( 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difIuoroanilino}ethyi)phenoxy]propy ! }-3,5- 

dinitrobenzamide 


608 


4-4- 


N-(2,5-difluorophenyl>4-methy 1-N- { 2-[3-( 1 - 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


609 


-H- 


N-{4-[2-(l-{((4-chlorophenyl)sulfonyi]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N- 

ethylpentanamide 
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610 


-H- 


2-(( 1 R)- 1 - { [(4-chioropheny l)sulfony l]-2,5-difluoroaniIino }ethyl)benzy I 2-( 1 - 
pyrrolidinyI)ethylcarbamate 


611 


-H- 


4^hloro-N-(2,5-difluorophenyl)-N-[6*(l-piperidinyl)hexyl]benzenesulfonamide 

hydrochloride 


612 


++ 


2-((lR)-l-{[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethy!)benzyl tsobutylcarbamate 


613 


++ 


tert-butyl 6-[{3-[2-({ [(4-chlorophenyl)suifony lJ-2,5- 
difluoroanilino}methyl)phenoxy]propyi}(methyl)amino]-6-oxohexylcarbamate 


614 


++ 


2-{( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2 ) 5-difluoroanilino }ethyl)-5-fluorobenzyl 1 ,3- 
benzodioxol-5-ylmethyicarbamate 


615 


-H- 


2-(( I R)- 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroanilino } ethy l)-5-fluorobenzy 1 4- 

morpholinecarboxylate 


616 


4-f 


N- { 3-[2-( 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroanilino } ethy i)phenoxy]propy I } -3 ,5- 

difluoro-N-methylbenzamide 


617 


4-h 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N s 2,4 

tetramethylbenzenesulfonamide 


618 


-H- 


S-mcthyl 4-[2-(l-{[(4.chiorophenyl)sulfonyl]-2,5- 
dtfluoroanilino}ethyI)phenoxy]butyl(methyl)thiocarbamate 


619 


-H- 


2K(lR)-l-{[(4^hloropheny!)sulfonyl]-2 t 5-difluoroEinilino}ethyl)-5-fluoroben2yl 4- 

fluorobenzyicarbamate 


620 


+4- 


3-[2-(( 1 R)- 1 - { [(4-chloropheny l)suIfonyl]-2,5-difluoroanilino} ethy l)pheny Ijpropy 1 4- 

fluorobenzyicarbamate 


621 


+4- 


4-chloro-N-(2,5-difluorophenyl)-N-[2-(3-hydroxy-l-propynyl)benzyl]benzenesulfonam 


622 


++ 


2-[2-(( I R)- 1 -{ [(4.chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenyl]ethyl (1S)-1- 

pheny lethy 1 carbamate 


623 


++ 


N-{3-[2-(l-{[{4-chlorophenyl)suifonyl]-2,5-difluoroaniiino}ethyl)phenoxy]propyi}-2,3,6- 

trifluoro-N-methylbenzarnide 


624 


++ 


2-[2-((lR)-l-{[(4-chlorophenyi)sulfc^^ 

butyl(niethyl)carbamat£ 


625 


-H- 


N- { 2-[2-( 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroanilino } ethy l)phenoxy]ethy I }-N-ethy 1- 

2-furamide 


626 


++ 


2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl>5-fluorobenzyl 

dially lcarb amate 


627 


++ 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}methyl)phenoxy]propyl}-N- 
methylcyclohexanecarboxamide 


628 




N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 
methyl-2,2-diphenylacetamide 


629 


++ 


4-chloro-N-phenyI-N-{2-[3-(l-piperidinyI)propyl]benzyl}benzenesulfonam 

h vdroch 1 oride 


630 


-f+ 


N- {3-[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl }-2- 

fluoro-N-m ethy Ibenzam ide 


631 


H—f- 


2-((l R)- 1 - { [(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl dially lcarbamate 


632 


++ 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethyl)benzyl 3- 
py rid i ny Icarbam ate 


633 


-f+ 


S-methyl 3-[2-({ [(4-chloropheny l)sulfonyI]-2,5- 
difluoroanilino imethvnnhenoxvlnronvl^m eth vnthioearhamate 


634 


++ 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyI)sulfonyI]-2 ) 5-difluoroaniiino}ethyl)phenyl]propyI ( 1 S)-i - 

nh en v 1 eth v 1 carbarn ate 


635 


++ 


2-((lR)-l-{ [(4-chloropheny l)sulfonyi]-2,5-difluoroamIino}ethyl)benzyl pheny lcarbamate 


636 


-H- 


4-chloro-N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroanilino}ethyl)phenoxylpropyl}-N-methyl-2-nitrobenzamide 


637 


++ 


N-{3-[2-(l-{[(4-chloropheny!)suIfonyl)-2,5-difluoroanilino}ethyI)phenoxy]propyl}-2-iodo- 

N-methylbenzamide 


638 


4-+ 


N-{3-[2-( {[(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}methyI)phenoxy]propyl}-N- 

methylbutanamide 
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639 


4-f- 


2-(( I R)- 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniiino } ethyl)benzyl 2,5- 
difluorobenzylcarbamate 


640 


-H- 


2-((!R)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniHno}ethyl)-5-fluorobenzyl 2- 

phenyiethylcarbamate 


641 


++ 


2-bromo-N-{3-[2-{{[(4-chlorophenyl)sulfonyI]-2 ) 5- 
difluoroanilino}methyi)phenoxy]propyl}-N-methyIbenzamide 


642 


-H- 


N-{2-[2-(l-{[(4-chiorophenyI)sulfonyl]^ 

3-methyl-2-butenamide 


643 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyI]-2,5-difiuoroaniIino}ethyI)phenoxy]pro^ 
dimethoxy-N-methy Ibenzam ide 


644 


-H- 


2-[2-((lR)-]-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethy[)phenyI^ 1,2,3,4- 
tetrahydro- 1 -naphthalenylcarbamate 


645 


++ 


4-chloro-N-{2-[3-(4-hydroxy-l-pipendiny!)propoxy]benzyI}-N-phenylbenzenesuIfonamide 

hydrochloride 


646 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)phenoxy]ethyI}-N- 

ethylbutanamide 


647 


++ 


2,4-dichloro-N-{3-{2-(l-{[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroanilino } ethy l)phenoxy]propy 1 } -N-methy Ibenzenesulfonamide 


648 


++ 


4-chioro-N-(2,5-difiuorophenyI)-N-(2-{2-[l-(4-ethoxybenzoyl)-2- 
piperidinyI]ethoxy}benzyI)benzenesulfonamide 


649 


++ 


(2E)-N-{2-[2-(I-{[(4-chlorophenyl)su!fonyl]-2,5-dif1uoroanilino}e%I)phenox 

ethyl-2-butenamide 


650 


++ 


2-[2-((lR)-l-{[(4-chIorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenyI]ethyl sec- 

butylcarbamate 


651 


-f+ 


N- { 3-[2-( 1 - { [(4-chlorophenyI)suIfonyI]-2,5-difluoroaniIino} ethyl)phenoxy]propyl} -3,4,5- 

trimethoxybenzamide 


652 


++ 


N- { 3-[2-{ I - { [(4-chloropheny I)suIfony l]-2,5-difluoroaniIino } ethy I)phenoxyjpropy 1} -4- 
methoxy-N-methylbenzamide 


653 


-H- 


N- { 2-[2-( 1 - { [(4-chloropheny I)sulfonyi]-2,5-difluoroanilino }ethy l)phenoxy ]ethy I }-3- 
cyclopentyl-N-methylpropanamide 


654 


-H- 


N-{3-[2-(l-{[(4-chiorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyi)phenoxy]propyl}-4- 

fluoro-N-methylbenzamide 


655 


~H- 


3-[2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroariiIino}ethyl)phenyI3-N- 
isopropy ipropanam ide 


656 


++ 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyi]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 

methyl-4-propyibenzamide 


657 


++ 


N-{3-[2-(l-{[(4-chlorophenyL)sulfonyl]-2,5-difluoroaniIino}ethyi)phenoxy]propyl}-N- 
methyl-3-(trifluoromethyI)benzamide 


658 


4-f 


2-((lR)-l-{[(4-chIorophenyI)sulfonyI]-2,5^ifiuoroanilino}ethyl)-5-fluoroben^ 4- 
(trifluoromethyl)benzylcarbamate 


659 


-H- 


(2S)-2-[[2-((lR)-l-{[(4-chlorophenyl)suifonyl]-2,5- 
difluoroaniIino}ethyI)benzyI](methyI)amino]propanoic acid hydrochloride 


660 


++ 


2-(( I R)- 1 -{ [(4-chloropheny l)suJfonyl]-2,5-difluoroaniHno}ethyl)benzyI 1 ,2,3,4-tetrahydro- 

1 -naphthalenylcarbamate 


661 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{ 2-{ 1 -(3-fluorobenzoy I)-2- 
piperidinyI]ethoxy}benzyl)benzenesuIfonamide 


662 


++ 


2-(( 1 R)-l-{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino }ethy l)benzyl 2- 
(d iethy lam i no)ethy lcarbamate 


663 


-H- 


4-chloro-N-(3-chlorophenyl>N-{2-[3-(l-piperidinyl)propoxy]benzyI}benzenesulfonamide 

hydrochloride 


664 


++ 


N-{2-[2-(l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

methylpentanamide 


665 


-H- 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyI)phenoxy]propyl}-2,3- 

difluoro-N-methylbenzamide 


666 


++ 


N-{3-[2-({[(4-chlorophenyi)sulfonyl]-2,5-difiuoroanilino}methyI)phenoxy]propyl}-N- 
methy!-5-(2-oxohexahydro-IH-thieno[3,4-d]imidazol-4-yI)pentanamide 


667 


++ 


2-(( 1 R)- 1 - { [(4-chIorophenyl)suIfonyI]-2,5-difluoroaniIino }ethyl)benzy 1 2- 
furylmethylcarbamate 
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668 


++ 


N-{3-[2-( 1 -{ [(4-chlorophenyl)suifonyi3-2,5-difluoroanilino}ethyl)phenoxy]propyi 

methvl-3 5-dinitrohen yarn trip 


669 


-H- 


2-(( lR)-l-{ [(4-chloropheny l)sulfony l]-2,5-difluoroanilino } ethy l)benzy 1 2- 
in ethoxy ethy lcarbamate 


670 


-H~ 


N-{3-[2-(1-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroani!ino}ethyl)phenoxy]propyl}-2 ) 3,4- 

tv\ fl i iorr>-.T\J— m pfh vlhpn 7am iri a 

ti 111UU11J— It lllVlliy lUCllZiCUlilUQ 


671 


++ 


N-{3-[2-( I -{ [(4-chlorophenyl)sulfony!]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 

mpthvI-^^nanhthalenp^iilfV^nflTTiMp 


672 


-H- 


4-chloro-N-(2,5-difiuorophenyl)-N-(2-{2-[l-(2-iodobenzoyI)-2- 
ni neri d i n v lleth crscv \ hen 7V 1 'iben zene 4 ?!} Ifon am t H f* 


673 


-f-f- 


2-(( 1 R)- 1 - { [(4-chloropheny i)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl 1 ,3-benzodioxol-5- 

v 1 m f*th v \ carham atf* 


674 


+4- 


2-(( 1 R)- \ - { [(4-chlorophenyl)sulfony I]-2,5-difluoroaniIino}ethyl)benzyl isopropy Icarbamate 


675 


++ 


2-(( 1R)- 1 -{ [(4-chloropheny0sulfonyI]-2,5-difluoroanilino}ethyl)benzyl 

c vnlrtliAYvlcarhsimjitA 

l*y WlvJllfcAy IVsCU. UolliCllw 


676 


-H- 


N-{4-[2-( I - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyI)phenoxy]butyI }-2-ethy 1- 

TyJ_tri pfKvl li ay*i ti n m ?H a 
IN — 1 1 1 C 11 I jr 11 iCAal 1<U 1 1 1UC 


677 


++ 


isobutyl 3-[2-( 1 -{ [(4-chlorophenyl)sulfonyl]-2,5- 

vllliUUl UCUiillllU f^XXty I ^/JJUVilVJAy JJJlV/|jy 1^1 1 It lily 1 J\*€u l/CUIlulG 


678 


-H- 


benzyl 3-[2-(l-{ [(4-chloropheny I)sulfonyI]-2,5- 

VJlllLlVJl UCUlllXIlU f t/Uiy i ^JJilGIItJAy J^l V|jy l^lllOUiy l^Wll UulHdlv 


679 


4H- 


N- { 3-[2-(l -{ t(4-chIorophenyi)suIfonyl]-2 > 5-difluoroaniIino}ethy I)phenoxy]propyl}-4- 

Tl * i /vr/\ iia n7a tyi t /t 1 a 
1 1U v/I UUvI L£ilIIlitlC 


680 


++ 


N- { 3- [2-({ [(4-chloropheny l)suIfonyl]-2,5-difluoroanilino } methyl)phenoxy]propy 1 }-N,2- 

rlitti Atti vl K^nviitn t/4 a 

u micLi ly i ucnzidiii iuc 


681 


-H~ 


2-( { [(4-chlorophenyl)suifonyl]-2,5-difluoroaniIino }methy l)pheny i acrylate 


682 


++ 


2,4-dichIoro-N- {3-[2-( 1 - { [(4-chloropheny I)suIfonyI]-2,5- 

Ull 1 UUl uol 1 11 11 lv / C HI y I ^pilCliU A. jr Jyi \J^f y 1 f — J -i I (Jul U UCi IZJall u uc 


683 


++ 


4-bromo-N-{3-[2-(l-{[(4-chlorophenyi)sulfonyl]-2,5- 

H i fl i i oma n 1 1 i no 1 Pth vl h**n nv vl nrrvrvvl X JNJ»mprii vl h**n 7^ m ^ 


684 


++ 


3-chloro-N-{3-[2-( 1 -{ [(4-chlorophenyl)suifonyl]-2,5- 

d i fl i inrnsn 1 1 1 n n 1 pth vl^nH pn ay vl nrnn v I \ -TsT-tn (*tH vl h**n 7^n^<;i 1 1 'fan amiHf* 


685 


++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2 ) 5-difluoroanilino}ethyl)phenyl]ethyl 

/*v/*l rtti^*v v ] /*n rhi*tn<i t a 
vy vivJuCAy !i*cu uoxiiaic 


686 


++ 


N-{4-[2-( 1 -{ [(4-chloropheny I)sulfonyl]-2,5-difluoroanilino }ethy l)phenoxy]buty 1} -2- 

Y 1/1LFI 1C A Y 1-1N " 1 IlClt 1 Y laUC lalll IUC 


687 


++ 


N- { 3-[2-(l - { [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino} ethyl)phenoxy Jpropyl }-3- 

mcuiyiuciiAaiiiiuc 


688 


++ 


3-chloro-N-{3-[2-(l-{[(4-chiorophenyl)sulfonyl]-2,5- 
uiiiuorucuiiiirio j-cinyi ^pnenoxyjpropyi|MN*ixieLnyiue 


689 


+4- 


4-chloro-N-(2,5-difiuorophenyl)-N-(2-{3-[(4- 

n i tf AttH An v 1 ^ ct 1 1 fl rtv 1 1 T> rrtn fw v \ Haji tv! "\V^ati 7ati aci i 1 ■frir* i Ha 

mil upiicii y i^ouiim y i jjji upuAy / uciiz.y i^uciiz.ciicbiiiiijiicuiiiuc 


690 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniiino}ethyl)phenoxy]propyI}-3- 

methoxy betizarn ide 


691 


++ 


2-(( i R)- 1 - { [(4-chloropheny l)sulfony I]-2,5-difluoroani Iino}ethy l)-5-fluorobenzy 1 2- 

Tl k »*t / 1 /3»T ri ^ / 1 o t* r\ <a m *at^ 

i u ry lincuiy iccu Darna-ie 


692 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-[l-(2-{3-[[(4- 
iodophenyl)sulfonyl](niethyl)aniino]propoxy}phenyl)ethyl]benzenesulfonaniide 


693 


++ 


N-{ 3-[2-( 1 -{ [(4-chlorophenyl)sulfonyl]-2 } 5-difluoroaniiino}ethyl)phenoxy]propyl}-N t 2- 

H i m pth v 1 Had 77k tn i H a 

Villi ICUI Y lUdi£>allJ tut 


694 


-H- 


N-{2-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy3ethyI}-N-ethyl- 

3 -methy lbutanam ide 


695 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-[l-(2-{2- 
[[(isopropy lamino)carbonyl](methyi)amino]ethoxy}phenyl)ethyl]benzenesulfonamide 


696 


4-4- 


N-{3-[2-({ [(4-chloropheny I)sulfony l]-2,5-difluoroanilino } methy I)phenoxy]propyl } -N,3- 

dimethy Ibenzam ide 
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697 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
m eth vl-2-ftri fl u orom eth vl^hen 7si tn i d 


698 


++ 


4-chloro-N-[l-(2-{2-{[(diethylamino)carbonyl](ethyI)amino]ethoxy}phenyl)ethyl]-N-(2,5^ 

rf i fl i iornnh 6*n vl pn T^nf»<:i 1 1 frin nm i H f» 


699 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfony^^ 

fl i torn— m PtJivlH^nTamirif* 


700 


++ 


N-{4-[2-(l-{[(4-chiorophenyI)sulfc^ 

tri m h v 1 rv»n tsi n?i m t H 
u miwuiy lpciiicuicuiiiiLC 


701 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-{l-[2-(2-{methyl[(2,2,2- 

trifiuoroethvn^ulfonvn»Tiriinnlpfhoyv^n^ 

Li iiiuui v/wtlljr i yoi*IHJHjr 1JCUI1IJ.IV /t'VIlxJAjf ^ JJJ.lt/iIj I JClliJ' i / U&i l£>wl 1 Vt>UJ iUllcLITl 1UC 


702 


++ 


4-chioro-N-(2,5-difiuorophenyl)-N-{2-[3- 

( nh en v 1 1 1 ft n vl rnnn v vlhf*n tv! \ hpn 7f*n £*<;i 1 1 frin a m i H p 


703 


-H- 


N- { 3-[2-( 1 -{ [(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethyl)phen 


704 


-H- 


4-chioro-N-(2,5-difluorophenyl)-N-{2-[3-(2 > 6-dioxo-l- 

ni rw*rid in vl ^nrnnnYvlhpn7vl \ Vif*n7f*nf*ci iT fnrtitm 5 r\f* 


705 


++ 


N-{2-[2-( 1 - { t(4-chlorophenyl)sulfonyI]-2,5-difluoroaniiino }ethyl)phenoxy]ethy i }-N-ethyI- 

^-^"UllCI ljr l^alvCUUIl lUC 


706 


-H- 


4.chloro-N-(2,4-dichIorophenyI)-N-{2-[3-(l- 
ijiljci iLiiiijr i ^jjiujjuAj jucnzjr i ^ uciizGiicouiioiiaiiiiuc nyurvcnivriue 


707 


-H- 


N- { 3-{2-( 1 - { [(4-chloropheny l)suIfony l]-2,5-difluoroanilino } ethy l)phenoxy ]propy I }-4- 

lilGUiy lUdlZjCUlllUC 


708 


++ 


N-{4-[2-(l-{[(4-chlorophenyl)sulfon^ 


709 


++ 


N-[l-(2-{2-[[(tot-butyiamino)carbonyl](ethyl)amino]ethoxy}phenyl) 
uiiiuuiupuciiy i ^ucujccncbuiionuinicie 


710 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyI)phenoxy]propyl}-2,4,5- 


711 


-H- 


4-chloro-N-(2,5-difiuorophenyI)-N- {2-[3-( 1 -piperidiny 1)- 1 - 
propy ny ij ocnzy i ) DenzcnesuiionaiTiiue nyurocnioriae 


712 


++ 


N-{4-[2-(l-{[(4-chloropheny!)suIfonyl]-2,5-difiuoroanilino}ethyl)phenoxy]buty 
cyclopentyl-N-niethylpropanatttide 


713 


++ 


2,4,6-trichloro-N-{3-[2-( I - { [(4-chiorophenyl)sulfonyIJ-2,5- 
uiiiuuruciniiino /cuiy ijpncnt>Ay j propyl/ -in -nicuiyiDciiZaniiQc 


714 


++ 


S-methyl 4-[2-(l-{[(4-chiorophenyl)sulfonyl]-2,5- 

fl i fl 1 1 rtrri 5* n i 1 i ti /\ \ AtVi v 1 ^r\h mi a v vl h 1 1 tv !/^th v 1 \t\t t r*/*^* f*Hfl m ?i t f 
Ul L I UUi UCU t II 1 1 IV f\s\Aiy L jytl I CI WJ A jt J U U tjr 1\C Ul jr t / U 11 UvCU U£U I laic 


715 


++ 


2-((lR>l-{[(4^hlorophenyl)suifonyl]-2,5-difluoroanilino}ethyl)ben^yl 
ocnz.yi^incuij i^varucunaic 


716 


+4- 


N-{3-[2-({[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}methyl)phenoxy]propyi^ 


717 


+4- 


N- {3-[2-({ [(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino } methy l)phenoxy]propyI}-N- 

nieinyipenuuiaiiiiac 


718 


-H- 


4-chloro-N-pheny 1-N- {2- [3 -( 1 -pyrrolidiny l)propoxy]benzy 1 } benzenesulfonam ide 

nyurocnioriGC 


719 


-H- 


N- { 3-[2-( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino }ethy I)phenoxy jpropyl } -4-iodo- 

N-methylbenzaniide 


720 


++ 


2-(( 1 R)- 1 - { [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl 
buty l(mcthy 1 )carbam ate 


721 


-H- 


N- { 2-[2-( 1 - { [(4-chloropheny l)suifonyI]-2,5-difluoroaniiino } ethy l)phenoxy]ethy 1 } -N- 
ethy Icy clopentanecarboxam ide 


722 


-H- 


4-chloro-N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5- 

uiiiuuiucuiiiiiiu/CLiiyi ^piiciivAjr jpropy i j-iN-ntcinyiDcnziiijiiuc 


723 


++ 


N- { 3-[2-( 1 - { [(4-chiorophenyl)sulfonyI3-2 > 5-difluoroanilino } ethy I)phenoxy Jpropyl } -3- 

nitrobenzamide 


724 


++ 


N-[ 1 -(2- { 2-[[(tert-buty lamino)carbonyl](methyi)amino]ethoxy } pheny l)ethyl]-4-chloro-N- 
(2,5-difIuorophenyl)benzenesulfonamide 


725 


++ 


4-chloro-N-(2,5-difl uorophenyl)-N- { 1 -[2-(2- 
{ ethy I [(isopropy lam ino)carbonyl]amino } ethoxy)phenyl]ethy 1 } benzenesulfonam ide 
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NUMBER 


ACTIVITY 


COMPOUND 


726 


4-4- 


2-[2-(( 1 R)- 1 -{ [(4-chloropheny l)su!fony l]-2,5-difluoroanilino }ethy l)pheny f Jethy 1 3 ,4- 

d i flu oroberizy 1 carbamate 


111 


-Hr 


N- { 3- [2-( 1 -{ [(4-chloropheny l)sutf 

rf i fl i in rrv-TsI»m f*f h v ! hpti T5*m iH** 


728 


4-f 


2,4,6-trichloro-N-{3-[2-(l-{[(4-chlorophenyl)suIfonyi]-2,5- 

rfifluorftfiniHno^Pthvl^rvhf^nnvvlnrnnvl ^hf»n7nrmHf» 


729 


++ 


2-(( lR)-l-{ [(4-chioropheny I)sulfony l]-2,5-difluoroanilino }ethy l)-5-fluorobenzyl 2- 

m eth oy vpth v I carbarn a f f* 


730 


++ 


3-[2-((IR)-l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]propyl . 

nh f*n v \ t*si rhn m atf* 


731 


4-4- 


2-((lR)-l-{[(4-chiorophenyI)sulfony]]-2 ) 5-difluoroaiiilino}ethyl)benzyl 2-(4- 

vi i vpniviij' i yv«iiijr iwui ucli 1 idii^ 


732 


4-4- 


(2Z)-N-{ 3-[2-(l -{ [(4-chIorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-3- 

pilVlIjr 1"X>— piUJJt'lIClililUt' 


733 


++ 


N-{3-[2-({[(4-chIorophenyl)sulfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyl}-2- 

fl no rfWNJ-m etHv 1 h^n yarn t H ^ 


734 


4H- 


4-chloro-N-(2 J 5-diiluorophenyi)-N-(2-{3- 
rr^isODrorjviamino^carbonvIl^ iriethvnamtnnlnronnxvthpnTvnh^nT^n^iilfonnmiHp 


735 


4-4- 


4-chloro-N-{2,5-dtfluorophenyl)-N-[l-(2-{2- 

i *5<inrf>T> V 1 <it 1 1 fofi vH^m pth v 1 ^am i n nlpth fiv v \ nil f*n v 1 ^f*th vi 1 Hpfwpnpcnlfrmijrrii/lfi 


736 


4-4- 


N-{3-[2-(l-{[(4^hlorophenyl)suIfonyl]-2 t 5-difluoroanilino}ethyI)phenoxy]propyl}-2,5- 

H i c/ 1 tt*i fliinTTtm ^thvl^l fv*nvstm i H 


737 


4-4- 


N- { 3-[2-( 1 - { [(4-chiorophenyl)sulfony I]-2,5-difluoroanilino } ethy l)phenoxy Jpropy 1 } -N- 

mpthvl-*?— nitrrvhpn TnirttHf* 

111 vWljr J" «J illli vJLIViliOCuiliLlC- 


738 


4-f 


(2Z)-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N 

iiicuiy i- .>-pncny i-ji-propciicuiiiuc 


739 


4-f 


N- {4-[2-( I - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino} ethy l)phenoxy]butyl} -N- 

CUiJr lUCI y ICUIIIUC 


740 


4-4- 


4-chIoro-N-(2 5 5-difluorophenyI)-N-{2-[3-(lH-imidazoI-l- 
j i \jy\jri.y } ucii/iy l j Dcnzcnc»uiiun<uniuc ny ur uvJiiioriuc 


741 


4-4- 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl>^ 

LI 1 1 1 1 cu ly l U CHZill 1 1 Ki c 


742 


4-4- 


N- { 3-[2-( 1 -{ [(4-chloropheny l)sulfonyl]-2 3 5-difluoroaniiino } ethy l)phenoxy ]propy 1 } - 


743 


4-4- 


2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyI3-2,5-difluoroanilino } ethy l)benzy 1 2- 

piiciiyicuiyic<uuaiiiatc- 


744 


4-4- 


2^^-trichloro-N-{2-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5- 
uiiiuwiucuniiiiu jcuiy i ^piiciiUAy jciiiyi/MN-cuiyiaL^iaiiiiuc 


745 


-H- 


N-{2-[2<l-berjzoyl-2-piperidinyl)ethoxy]benzyl}-4-chloro-N-(2,5- 

f\ \ t! 1 f Ar Annon vi \n An Ton oou f TAn om i/ia 

uiiiuoropiicnyi ^ucnxcncbuiiunainiuc 


746 


4-4- 


4-chioro-N-(2-{2-[I-(3,5-difluoroben2oyl)-2-piperidinyl]ethoxy}benzyl)-N-(2,5- 
uiiiuoropnenyi ^Dcnzcncsuiionarniuc 


747 


4-4- 


N- { 3-[2-({ [(4-chloropheny l)sulfonyl]-2,5-difiuoroanilino} methyl)phenoxy Jpropy l}-4- 

iiuoro-iN-ineinyiuenzaiTiiuc 


748 


4-4- 


2-((l R)-l - {[(4-chiorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)benzyl 4- 

I luOrODcuZy ICaTDarftaie 


749 


4H- 


4-chloro-N-{2-[3-(3,6-dihydro-l(2H)-pyridiny1)propoxy]benzyl}-N- 
pnenyiuenzencsuiionaiu nyurocnionac 


750 


4-4- 


2,4-dichloro-N-{3-[2-( 1 -{ [(4-chlorophenyl)suifonyl]-2,5- 
uiiiuuroaiiiiiiio ^emyi ^pnenoxy jpropy i/-j-iiuoro-iN-ineinyiDenzaiiiiuc 


751 


4-4- 


4-chioro-N-(2,5-difluorophenyl)-N-[2-(2H-tetraazol-2- 

v I tn Pth v i^hpn tv 1 1 hpn 7Pnf*<;n 1 frm a m i H p 


752 


4-4- 


N-{3-[2-({[(4-chiorophenyI)sulfonyl]-2 5 5-difluoroaniiino}methyl)phenoxy]propyl}-K- 
methylf 1 1 1 -bipheny l]-4-carboxamide 


753 


4-4- 


N-{3-[2-( 1 -{ [(4-chloropheny l)suIfonyI]-2,5-difluoroaniiino }ethy l)phenoxy Jpropy 1 }-2,4- 
dimethoxy-N-methylbenzamide 


754 


4-f 


4-chloro-N-{2-[2-(cyclohexyisulfonyl)ethoxy)benzyl}-N-(2,5- 
difluorophenyl)benzenesulfonamide 
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ACTIVITY 


COMPOUND 


755 


-H- 


N- { 3- [2-( 1 - { [(4-chloropheny l)sulfony I]-2,5-di fluoroanil ino } ethy l)phenoxy ]propy i } -2,6- 
difluoro-N-methylbenzamide 


756 


++ 


N-{4-[2-( I -{ [(4-chlorophenyl)sulfonyI]-2,5-difluoroaniiino}ethyl)phenoxy]butyl}-N-ethyl- 

2-thiophenecarboxamide 


757 


++ 


S-ethyl 3-[2-({[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino}methyl)phenoxy]propyl(methyl)thiocarbamate 


758 


-H- 


2-(( lR)-l-{ [(4-chloropheny l)sulfony 1 J-2,5-difluoroanilino } ethy I)benzy 1 sec-buty Icarbamate 


759 


++ 


N-{3-[2-(l-{{(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyI)phenoxy]propyI}-N- 
methyl-2-phenylcycIopropanecarboxamide 


760 


++ 


2-(( lR)-l-{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzyI bis(2- 

methoxyethyl)carbamate 


761 


-H- 


N-{ 3-[2-( 1 -{ [(4-chiorophenyi)sulfonyl]-2,5-difluoroanilino } ethy I)phenoxy]propy 1 }-3- 

fluorobenzamide 


762 


-H- 


2-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroaniiino } ethyl)pheny l]ethy 1 

pheny Icarbam ate 


763 


-H- 


3-[2-((lR)- 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]propyl 
benzyl(methyl)carbamate 


764 


+4- 


2-(( lR)-l-{ [(4-chloropheny l)su[fonyI]-2,5-difluoroanilino } ethy l)-5-fluorobenzy 1 3- 

fluorobenzylcarbarnate 


765 


-H- 


N- { 3-[2-( { [(4-chloropheny I)sulfony l]-2,5-difluoroaniIino }methy i)phenoxy ]propyl } -4-iodo- 

N-methylbenzamide 


766 


++ 


N-{ 3-[2-( 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethyl)phenoxy]propyl} -N,3- 

dimethylbenzamide 


767 


++ 


N- { 4-[2-( 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy ]butyl}-N- 

ethy lbenzam ide 


768 


++ 


N- { 3-[2-( 1 -{ [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino } ethy i)phenoxy]propy 1 } -4- 
ethoxy-N-methylbenzamide 


769 


++ 


N-{2-[2-( 1 -{ [{4-chiorophenyl)sulfonyl]-2,5-difluoroanilino} ethy l)phenoxy]ethyl }-N-ethyl- 

1 -adamantanecarboxamide 


770 


4-4- 


N-{3-[2-( 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyI)phenoxy]propyl}-N- 
methyl-4-(trifluoromethoxy)benzamide 


771 


-H- 


S-methyl 2-[2-(l-{[(4-chlorophenyl)suIfonyI]-2,5- 
difluoroanilino}ethyl)phenoxy]ethyl(ethyl)thiocarbamate 


772 


4-4- 


4-chloro-N-(2 > 5-difluorophenyl)-N-[2-(lH-imidazol- 1 - 
ylmethyI)benzyI]benzenesulfonamide 


773 


4-4- 


4-chioro-N-(2,5-difluorophenyi)-N-(l-{2-[3-(methyl{[(E>2- 
pheny letheny l]sulfonyl } amino)propoxy ]pheny 1 } ethy l)benzenesulfonam ide 


774 


4-4- 


2-chloro-N-{3-[2-({[(4-chIoropheny!)sulfonyl]-2,5- 
d ifluoroanilino \ meth vHohenoxvl Droovll -N-ntethvlbenzam ide 


775 


-H- 


N- { 3-[2-( {[(4-chloropheny l)sulfonyl]-2 s 5-difluoroanilino } methyI)phenoxy Jpropy I } -2- 
methox v-N-m eth vlben7am i de 

IllvUlUAT X^l ItlwUITlUvLujlUllIuw 


776 


4-4- 


N- {3-[2-(l -{ [(4-chloropheny I)sulfonyI]-2,5-difluoroaniIino}ethyj)phenoxy]propyl}-N- 
methyl- 1 -naphthalenesulfonamide 


777 


+4- 


N- { 2-[2-( 1 - { {(4-chloropheny l)sulfonyl]-2,5-difluoroanilino } ethy I)phenoxy ]ethy t }-N- 

ethylpentanamide 


778 


+4- 


N- {3-[2-( 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino} ethy I)phenoxy Jpropyl } -2,3,4,5 

tetrafluoro-N -methy lb enzamide 


779 


-H- 


methyl (2S)-2-[[2-((lR)-l-{[(4-chlorophenyl)sulfonyi]-2,5- 
difluoroaniiino}ethyl)benzy!](methyl)amino]propanoate 


780 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-[2-(2-{l-[(2-phenyIcyclopropyl)carbonyl]-2- 
piperidiny 1 } ethoxy)benzy l]benzenesuIfonamide 


781 


4-4- 


4-chloro-N-( I -methy lbuty !)-N- {2-[3-(l -piperidiny])propoxy]benzyl Jbenzenesulfonamide 

hydrochloride 


782 


4-4- 


4-chloro-N-( i -methylbutyl)-N-{2-[3-( 1 -piperidiny l)propoxy]benzyl }benzenesuIfonamide 

hydrochloride 


783 


+4- 


(2E)-N-{3-[2-({ [(4-chioropheny l)sulfonyl]-2,5-difluoroanilino} methy l)phenoxy]propyl}-N 

methyl-2-butenamide 
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ACTIVITY 


COMPOUND 


784 


++ 


N- { 3-[2-( 1 -{ [(4-chloropheny l)sulfony i]-2,5-difluoroanilino } ethy l)phenoxy Jpropy I }~2,2- 

diphenylacetamide 


785 


-H- 


N-{4-[2-(I-{[(4-chiorophenyl)sulfonyl]^^ 

cyclohexyl-N-ethylacetamide 


786 


++ 


N-{3-[2-( 1 - { [(4-chloropheny l)sulfony i]-2,5-difiuoroanilino }ethyl)phenoxy Jpropyl }-3- 
methoxy-N-methylbenzamide 


787 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(2-fluorobenzoyl)-2- 
piperidinyl]ethoxy}benzyl)benzenesulfonamide 


788 


-f-f 


N-{3-[2-(I-{[(4-chIorophenyl)suIfonyi]-2,5-difluoroanilino}ethyl)phenoxy]propyi}-N- 
methyl-3-(trifluoromethyl)benzenesulfonamide 


789 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}.2- 
phenylcyclopropanecarboxamide 


790 


-f+ 


S-ethy] 4-[2<l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]butyI(ethyl)thiocarbamate 


791 


-H- 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}methyl)phenoxy]propyI}-N,3- 

dimethylbutanamide 


792 


-H- 


4-chloro-N-(2,5-difluorophenyi)-N-(2-{2-[l.(l-naphthoyl)-2- 
piperidinyl]ethoxy}benzyl)benzenesulfonamide 


793 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonylJ^ 

N-methylhexanamide 


794 


++ 


4-chloro-N-[K2-{3-[[{4-chloroph 

(2,5-difluorophenyI)benzenesulfonamide 


795 


-f-f 


2-(( 1 R)- 1 -{ [(4-chloropheny l)sulfonyl]-2 ? 5-difluoroanilino }ethyl)-5-fluorobenzyl sec- 

butyicarbamate 


796 


++ 


N-{2-[2-(l-{[(4-chiorophenyl)suIfonyl]-2 ) 5-difluoroanilino}ethyl)phenoxy]ethyl}- 
2,2,3,3,4,4,4-heptafluoro-N-methyibutanamide 


797 


~H- 


4-chloro-N-(2,5-difluoropheny i)-N-(2- { 2-[ 1 -(2,3,4-trifluorobenzoyl)-2- 
piperidinyi]ethoxy}benzyl)benzenesulfonamide 


798 


-hf 


methyl [[2-((lR)-l -{[(4-chloropheny l)sulfonylJ-2,5- 
difluoroanilino}ethyl)benzyl](methyi)atnino]acetate 


799 


H-f- 


2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2 > 5-difluoroanilino}ethyl)benzyl 2- 
phenylpropylcarbamate 


800 


++ 


N- { 3-[2-( { [(4-chlorophenyl)sulfony I]-2,5-difluoroanilino }methy l)phenoxy ]propy 1 } -N- 

methylbenzamide 


801 


++ 


4-chIoro-N-(2,5-difluorophenyI)-N-[l-(2-{2- 
[[(ethylamino)carbonyl](methyl)amino]ethoxy}phenyl)ethyl]benzenesulfonam 


802 


++ 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}ethyI)phenoxy]propyl}-3,5- 
dimethoxy-N-methylbenzamide 


803 


++ 


4-chloro-N-(2,5-difluorophenyi)-N-(2-{3-[(4- 
methoxyphenyl)suifinyl]propoxy}benzyl)bertzenesulfonamide 


804 


++ 


N~(3-bromoph'enyl)-4-chioro-N-{2-[3-(l-pi^ 

hydrochloride 


805 


++ 


N- {3-[2-( 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethy l)phenoxy]propyl }-4- 

nitrobenzamide 


806 


++ 


3-bromo-N-{3-[2-(l-{[(4-chiorophenyl)sulfonyl]-2,5- 
difluoroanilino } ethy l)phenoxy Jpropy I }-N-methylbenzenesuifonamide 


807 


++ 


4-chloro-N- {3-[2-( 1 - { [(4-chloropheny l)sulfony l]-2,5- 
difluoroanilino } ethy l)phenoxy]propy I }-N-methy I-3-nitrobenzenesulfonamide 


808 


++ 


N-{3-[2-(l-{[(4-chiorophenyi)suIfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyI}-2- 

naphthamide 


809 


++ 


N-{2-[3-(3-hydroxy- 1 -pyrrolidinyl)propoxy]benzyi }-N-pheny lbenzenesulfonamide 

hydrochloride 


810 


++ 


N-{ 3-[2-( { [(4-chloropheny l)suifonyl]-2,5-difluoroanilino }methyl)phenoxy Jpropyl } -N- 

methyl-2-naphtharnide 


811 


++ 


4-chloro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino }ethyI)phenoxy Jpropy 1} benzamide 


812 


++ 


4-chloro-N-(2-{3-[(2R,6S)-2 > 6-dimethylpiperidinyI]propoxy}benzyi)-N- 
phenylbenzenesulfonamide hydrochloride 
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ACTIVITY 


COMPOUND 


813 


-f-f 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difl^^ 

trifluoro-N-methylbenzamide 


814 


++ 


N-{342-({[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}methyi)phenoxy]propyl}-3- 
methoxy-N-methy lbenzam ide 


815 


-f-f* 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-dmuoroannino}ethyl)phenoxy]propyI}-3,5- 

difluorobenzam ide 


816 


-H- 


4-chIoro-N-(3,5-dichlorophenyl)-N-{2-[3-(l- 
piperidinyI)propoxy]benzyl } benzenesulfonamide hydrochloride 


817 


++ 


4-butoxy-N- { 3-[2-( { [(4-chloropheny i)su!fonyl]-2,5- 
difluoroanilino }methyl)phenoxy] propyl }-N»methylben2am ide 


818 


-H- 


4-chloro-N-(2,5-difluorophenyI)-N-{2-[3- 
(phenylsuifonyl)propoxy]berizyi}benzenesulfonarnide 


819 


++ 


N- { 3-[2-( 1 - { [(4-chloropheny l)su!fonyl]-2,5-difluoroaniIino } ethyl)phenoxy] propyl }-4- 

methoxybenzamide 


820 


-f-f 


3-bromo-N-{3-[2-(l-{E(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino }ethy l)phenoxy Jpropyl }-N-methy lbenzamide 


821 


44- 


N-{3-[2-({[(4-chlorophenyl)suifonyI]-2,5^ifluoroanilino}methyl)phenoxy]propyl}-N- 

methyl- 1 -naphthainide 


822 


44 


3,4-dichtoro-N-{3-{2-(l-{[(4-chlorophenyi)sulfonyl]-2,5- 
difl uoroan ilino }ethy l)phenoxy Jpropy 1 } -N-methy 1 benzenesul fonarnide 


823 


44 


2-(( 1 R)- 1 - { [(4-chloropheny l)suifony l]-2,5-difluoroanilino }ethyl)benzyl (1S)-1- 
phenylethylcarbamate 


824 


44 


N- { 3-[2-( 1 - { [(4-chloropheny I)sulfonyl]-2,5-difluoroaniIino } ethy l)phenoxy Jpropyl } -4- 

iodobenzamide 


825 


44- 


2-(( 1 R)- 1 - { [(4-chlorophenyl)suifonyI]-2,5-difluoroanilino } ethy I)benzy 1 benzy lcarbamate 


826 


+4 


phenyl 3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanii ino } ethy l)phenoxy]propy l(methy l)carbam ate 


827 


44 


4-chloro-N-(cyclobutylmethy 1)-N- {2-[3-( 1 - 
p iperidi ny I) propoxy] benzy 1 } benzenesulfonam ide hydrochloride 


828 


44- 


N-{ 3-[2-(l -{ [(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl }- 
2,3 ,4,5,6-pentafluoro-N-methy lbenzam ide 


829 


44- 


3-bromo-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino}ethyl)phenoxy]propyI}benzamide 


830 


44 


S-ethyl 2-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]ethyI(ethyl)thiocarbamate 


831 


44- 


N-{2-[2-(I-{[(4-chlorophenyl)sulfonyl]-2,5^ifluoroanilino}ethyl)phenoxy]ethyl}-N,2- 

diethyihexanamide 


832 


44 


4-chloro-N-(2,5-difluorophenyl)-N-[2-(2-{ 1 -[(2Z)-3-phenyl-2-propenoyI]-2- 
piperidinyl}ethoxy)benzyI]benzenesulfonamide 


833 


44 


4-chloro-N-(2- { 3-[4-hydroxy-4-(trifluoromethy 1)- 1 -piperidiny l]propoxy } benzy I)-N- 
phenyibenzenesulfonamide hydrochloride 


834 


44 


N- {3-[2-({ [(4-chiorophenyi)sulfonyI]-2 J 5-difluoroanilino}methyl)phenoxy Jpropy I } -2,4- 
di m ethoxy-N-m ethy I ben zam id e 


835 


44 


4-chloro-N-cyclopentyl-N-{2-[3-(l -piperidiny l)propoxy]benzyl} benzenesulfonam ide 

hydrochloride 


836 


44- 


N-{(1 R)-l-[2-(3-aminopropoxy)phenyl]ethyl}-4-chloro-N-(2,5- 
difluoropheny l)b enzenesu 1 fonami de 


837 


44- 


N-{3-[2-( { [(4-chiorophenyl)sulfonyl]-2,5-difluoroaniIino}methyl)phenoxy]propyl }-2-ethyl 

N-m eth v I h ex an am ide 


838 


44- 


2-(( I R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzy 1 benzy 1[2- 
(d im ethy 1 am ino) ethyl ] carbamate 


839 


44- 


2 ? 4-dichIoro-N-{3-[2-(l-{[(4-chlorophenyi)suIfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}-N-methylbenzamide 


840 


4-4 


N- {3-[2-( I -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]propyl}-N- 
methyl[ 1 ,r-biphenyl]-4-carboxarnide 


841 


44 


(2Z)-N-{3-I2-({[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyI}-N 
methyI-3-phenyI-2-propenamide 
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842 


++ 


4-chloro-N-(5-hexynyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesu!fonamide 

lljr Ml dsiilUl lUv 


843 


-H- 


N-{4-[2-(I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethy0phenoxy]buty!}-N- 

methvlacrvlam ide 


844 


++ 


N- { 2- [2-( 1 - { [(4-chloropheny l)sulfony I]-2,5-difluoroanilino } ethy l)phenoxy Jethy I } -2- 

f; 1 n h pyv 1 -TvJ-m pth v 1 ?tf*pf n m i ft p 


845 


-H- 


N-(2-{2-[I -([ 1 , 1 -biphenyi]-4-ylcarbonyl)-2-piperidinyI]ethoxy } benzyI)-4-chioro-N-(2,5- 

fiiTlMrtfYM'^hpnvl^hpnTPiiPci t \ fAnQtti i 


846 


++ 


N-{4-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]bulyI^ 


847 


++ 


3 ,4-dichloro-N-{ 3- [2-( I - { [(4-chloropheny l)sulfonyI]-2,5- 

»ai i iuci v7cu in jmj ^cuiy i ^piiciiuxyj propyl /— iN-iricinyiOcnziiinicie 


848 


H-+ 


4-chIoro-N-(cyclopentylmethyl)-N-{2-[3-(i- 

ni npri H i n v I ^omnrtYv IHptj \ hpn 7P n 1 1 fon s»m \A p H \/rlrr»/^Vi 1 r\r\ A 

pipwi i will I j i /pi vpv/Aj JL/wL£,_y i f (JCllZCllwaUIitJllallilviC liy UI ULJllvJi iCIC 


849 


++ 


4-chioro-N-(2-{3-[[(diethylamino)cart^ 

Hifii>nrrmhpnvnhpn7PnpcnIfnnnmiHp 

UillUUI V/piIdljr 1 ^UCll£<VllCoUllVrllCuilI\JW 


850 


++ 


4-chloro-N-{2"[2-(cyclohexylsulfanyl)cthoxy]benzyl}-N-(2,5- 

H i fl i in tYinh pti vl ^h pn 7pn pci 1 1 flnnn m i H p 


851 


++ 


N-{2-[3-(I-azepanyl)propoxy]benzyl}-4-chloro-N-phenylbenzenesuIfonamide 

iivHmpHloriHp 

UjrUl uLflllUl 1UC 


852 


++ 


4-chioro-N-cydohexyl-N-{2-[3-(l-piperid^ 


853 


++ 


2,2,2-trichloro-N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5- 

uiiiuut uaiiiiiiiu 1 f mcmy ljpucnu A.y jprupy j /"iN-mciiiy laucuainiuc 


854 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2^ 

mpthvltptrarip/^iin nmirfp 

IJiCliiy liCLi aUCt^OliallilUC 


855 


++ 


N-[(lR)-l-(2-bromophenyl)ethy]]-4-chloro-^^ 


856 


-H- 


S-ethyi 2-[2-(l-{[(4-chlorophenyI)suifonyl]-2,5- 

fl i Tl 1 1 nrns n i 1 i n f\ \ pfKivt fwvlptli vl ( m ptK v 1 ^tVi ti™i/*i*f h am s*tp 
viniuui uoiiiiiiiv/dityi ypuciiuAjr jctiiy i^iucuiy ijuiiuv<u Uoiiiaic 


857 


-H- 


N- { 2-[2-( i - { [(4-chloropheny l)sul fonyl]-2,5-difluoroanilino } ethy l)phenoxy]ethy 1 }-3- 

u v uiijpcii iy i-in -cmy lprup at lain luc 


858 


-H- 


N- { 3-[2-( 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroaniHno } ethyl)phenoxy]propy 1 } -N- 

m pfh vl— n nnHthnin iHp 
i[icuiyi"^r~iiapiiui<uitiuv 


859 


++ 


4-chIoro-N- {2- [3-(4-morpholiny i)propoxy]benzy 1 }-N-pheny Ibenzenesulfonamide 

nyarocnioriue 


860 


4-f 


4^hIoro-N-(2,5-difiuorophenyl)-NK2-{2-[l-(3-methylbenzoyI)-2- 

mnffft /4 mir! lAtn r\ w v hAnTt/MKoiiTfinAC 1 1 lf/\n ami /\ *% 

pipciiumyi jcuiUAy /uciiz.yi^ucnzcncouiiunaniiue 


861 


-H- 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1 S)- 1 - {2-[3-( 1 H-imidazol- 1 - 
y i/piupoAy jpiiciiy i jcuLyi^ucn^wiivouiiunairiiuc nyurocnioriuc 


862 


++ 


N-{ 3-[2-({ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino }methyl)phenoxy]propy I } -3- 

fl uoro-N-nethy Ibenzam ide 


863 


++ 


N- { 3-[2-( 1 -{ [(4-chloropheny l)sulfony I]-2,5-difluoroanilino } ethy l)phenoxy ]propy 1 } -2,3 ,4,5 

tetraflu orobenzam i d e 


864 


++ 


N- {3- [2-({ [(4-chloropheny l)sulfony l]-2,5-difIuoroanilino}m ethy l)phenoxy]propyl } -2,3,4- 

trifluoro-N-methylbenzaniide 


865 


-H- 


4-chloro-N- {2-[3-(2-ethyI- 1 -piperidiny l)propoxy]benzy I }-N-pheny Ibenzenesulfonamide 

nyarocnionae 


866 


-f-r 


N-(2-bromophenyl)-4-chioro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesu!fonamide 

nyuruwnitiriuc 


867 


-H- 


4-chloro-N-[(lR)-l-methylbutyl]-N-{2-[3-(l- 

cineridinvi^nronoxvlhenTvIlbeiizene^iilfnnanritdp hvdmrhlnriHp 


868 


-H- 


4-chloro-N-(2,5-difluorophenyI)-N-[( 1 S)-2-hydroxy- 1 -phenylethyl]benzenesulfonamide 


869 


++ 


4-chloro-N-{2-[3-(cycIohexylsulfanyl)propoxy]benzyl}-N-(2,5- 
difluorophenyi)benzenesulfonamide 


870 


++ 


4-chioro-N- { 2-[3-(cyclohexy lsulfany l)propoxy ]benzy 1 } -N-(2,5- 
difluorophenyl)benzenesulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


871 


++ 


4-chioro-N-(2 ) 5-difluorophenyI)-N-(2-{3-[(4- 
methoxyphenyl)sulfonyl jpropK)xy } ben2^I)benzenesulfonamide 


872 


++ 


N-{3-[2-({[(4-chlorophenyl)sulfonyi]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 

methyi-4-nitrobenzamidc 


873 


-hf 


N-{3*[2-({[(4-chiorophcnyI)sulfonyl]-2,5-difluoroaniIino}methyI)phenoxy]propyl}-N- 
methy 1 -4-(tri fl uoroincthoxy )bcnzarn ide 


874 


++ 


4-ch!oro-N-(2,5-difluorophenyI)-N-[(I R)- 1 -(2-vinylphenyl)ethyI]benzenesulfonamide 


875 


++ 


4-chloro-N-(2-methylphenyI)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesuifonamide 

hydrochloride 


876 


++ 


2,2,2-trichloroethy 1 3-[2-( I - { [(4-chloropheny i)sulfony l]-2,5- 
difluoroaniiino}ethyl)phenoxy]propyl(inethyl)carbamate 


877 


-H- 


4-chloro-N-{2-[3-(l,4-dioxa-8-azaspirof4.5]dec-8-yl)propoxy]benzyi}-N- 
p hcny Ibenzenesul fonam ide 


878 


+ 


4-chloro-N-(2,5-difiuorophenyl)-N-( I -{2-[3-( 1 - 


879 


+ 


N-(2,5-dtfluorophenyI>4-methoxy-N-{2-[3-(l- 

ninpHHinvl^nrfinnvvlH?n7vl^hpn7pni^iT!fnn5*!TtiHp hvdrnphlAriHp 


880 


+ 


N- { 2-[3-(4-benzyl- 1 -piperidinyl)propoxy]benzy 1 }-4-chloro-N-phenylbenzenesulfonamide 

KvdrAch ! ori ft p 


881 


+ 


3-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyI]-2,5-difluoroanilino } ethy l)-5-fluoropheny 1]- 1 - 

nronanesulfoTiic acid 


882 


+ 


4-chloro-N- {2-[3-( 1 H-imidazol- 1 -yl)propoxy]ben2yl}-N-phenyibenzenesulfonamide 

t> vflfAfli 1 nriH p 


883 


+ ! 


4-chloro-N- {2-[3-( 1 -hydroxy- 1 Iambda~5— piperidin- 1 -yl)propoxy ] benzyl } -N- 

nh **ri vl hpri 7Pnf*^t 1 1 fnti am i df* 


884 


+ 


4-chioro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(4-methylbenzoyl)-2- 
nineridin vllethoxv \ benzvnbenzenesulfonamide 


885 


+ 


4-chioro-N-[ 1 -(2- {3-[[(4-chlorophenyi)suifony l](methyl)amino]propoxy }phenyl)ethyl]-N- 
f2 S-diflnoronhenvl^benTenesiilfonaniide 


886 


+ 


N-benzy l-4-chloro-N- {2-[3-( 1 -piperidinyl)propoxy] benzyl } benzenesulfonamide 

hydrochloride* 


887 


+ 


4-chloro-N-(5-chloro-2-hydroxyphenyl)-N-{2-[3-(I- 

rt tr»#»ri H J n vl ^nrnnAYvl l^pn tvI \ HpTITPfl P^l 1 1 "fnn 5»m 1 H P h V H rAfih ! At"! H P 


888 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-[l-(2-{2- 

FFY Hticr\nrrvnvi?»m ino^r , ftrKr»nvl1^ mpthv1^nfriinnlpthnYv\nhpnvApthv11Hpn7i"iip^iiIfriTiflrriidp 


889 


+ 


4-chloro-N- { 2-[2-( 1 -methy 1-2-piperidiny l)ethoxy jbenzyl }-N-pheny Ibenzenesul fonamide 

KvHrophlAi*iHp 

IIYU1 W^fllHJi lUv 


890 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(3,4-dimethoxybenzoyI)-2- 


891 


+ 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino} methy l)phenoxy]propyl}-N- 

m &t \\\t\ ^tr^l fl 1 lAFAflft PtH vl 75* IT* 1 H P 

incinyi-j-^uiiiuoruiiicuiyi ^uciiztuiiiuc 


892 


+ 


N- { 3-[2-( 1 -{ [(4-chloropheny l)sulfonyI]-2,5-difluoroaniIino } ethyl)phenoxy]propyl}-N- 

mcinyi-^,j-Dlb\iriiiuurumcuiy ijuciiz-aiiiiuc 


893 


+ 


N- { 3-[2-({ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propy I }-N ? 4- 

vlllilCUiyiUCilzxlIllItJC 


894 




2-(( 1 R)- 1 - { [(4-chloropheny .)sulfonyI]-2,5-difluoroanilino } ethy l)benzy 1 diethy Icarbamate 


895 


+ 


4-chloro-N-(3-fluoropheny l)-N-(( 1 R)- 1 -{2-[3-(lH-imidazol- 1 - 
yi ^propoxyjpnenyi jcxnyi ^ucnzcntauiiunaniiuc nyorociiiuritic 


896 


+ 


2,4-dichloro-N-{3-[2-({[(4-chloropheny!)sulfonyl]-2,5- 

^ifluorrtaniHnolrii^thvnnhenoxvlDroDvi^-5»fluoro-N-m 


897 


+ 


4-chloro-N-cycloheptyl-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


898 


+ 


N- { 3-[2-({ [(4-chIorophenyi)su!fonyI]-2,5-difluoroanilino}methyT)phenoxy]propyl }-N- 
methyl-4-(trifluoromethyl)benzamide 


899 




N-(2-{2-[l-(4-butoxybenzoyl)-2-piperidinyl]ethoxy}benzyl)-4-chloro-N-(2,5- 
difluorophenyl)benzenesulfonamide 
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ACTIVITY | 


COMPOUND 


900 


+ 


3-chloro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
di fl uo roan i lino} ethy I )phenoxy]propyl}benzani ide 


901 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(4-iodobenzoyl)-2- 
piperidinyljethoxy } benzyl)benzenesu!fonamide 


902 


+ 


4-chIoro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(2-methoxyben2oy!)-2- 
piperidinyljethoxy} benzy l)benzenesulfonarnide 


903 


+ 


N-{3-[2-({[(4-chlorophenyl)sulfon 

methyl- 1 ,3-benzodioxole-5-carboxamide 


904 


+ 


(2S)-2-{E(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}-2-phenylethyl isonicotinate 


905 


+ 


4-chloro-N-(2,5-difluoropheny l)-N-(2- { 3-[(4- 
nitronhenvl^sulfonv^ 


906 


+ 


4*chloro-N-(2,5-dichloro-3-pyridinyl)-N-{2-[3-(I- 
piperidiny I)propoxy ] benzyl }benzenesulfonamide hydrochloride 


907 


+ 


N-{3-[2-({[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}methyi)phenoxy]propyl}-N,4- 

dim ethy 1-3 -nitrobenzani ide 


908 


+ 


4-chloro-N-(2,6-difluoropheny l)-N-(( 1 R)- 1 - {2- [3-( 1 H-imidazol- 1 - 
yl)propoxy] phenyl }ethyl)benzenesulfbnamide hydrochloride 


909 


+ 


4-chioro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(3-methoxybenzoyI)-2- 
p iperid iny 1] ethoxy } benzy I)benzenesuIfonam ide 


910 


+ 


2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)benzyI 3- 

fl 1 1 ci roh pn 7V 3 rh» m a t p 


911 




4-chloro-N-(2 > 5-difluorophenyl)-N-{2-[3-(lH-imidazol-l-yl)propoxy]-6- 
methnYvhen7vl^hpn7fiTip<iiiIfonamide Vivdroehlnridp 

lllV'UlUA.jr L/ V^i 1 d^J X f Uvl IV^i^l I V*lJV11 AWi iCi-lil Ik-i w 11 Jf UI UlflllVl luv 


912 




N-(2,5-difluorophenyI)-N-((lR)-l-{4-fiuoro-2-[3-(methylsulfanyi)propyl]phenyl}ethyl)^^ 

( mpthv1cit1fnnv1^hpn7PtiP^ti!f/wi;tTYi iHp 

y ill till J loll ILQUiy 1 y Uwi J_£A^Xit oUl J. VlICl* AllVIt< 


913 


+ 


N- { 3-[2-( 1 -{ [(4-chloropheny i)suIfonyl]-2,5-difluoroaniHno } ethy l)phenoxy]propy 1} -3,4,5- 

tri m pf ho y v-*W-m eth vl ben 7am i ri p 


914 


+ 


2-(( lR)-l-{ [(4-chloropheny l)sulfonyI]-2,5-difluoroani!ino }ethy l)-5-fluorobenzy 1 2-( I - 


915 


+ 


4-chloro-N-{2-[3-(3-hydroxy- 1 -piperidiny I)propoxy]benzy 1 }-N-phenylbenzenesulfonamide 

hvrfrnpftlnriHp 


916 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(l,3-dioxo-l,3-dihydro-2H-isoindol-2- 

V t flJA Vltv^jV V ll/Wi.L£«y I r UwllZ^llwuUliULlullllUv 


917 


+ 


N- { 3- [2-({ [(4-chloropheny l)sulfonyl]-2 s 5-difluoroanilino } methyl)phenoxy ]propy 1 } -N- 
methvl-2-nhetivIcvclonninanecarboxarriide 


918 


+ 


N-{2-[3-(l-azetidinyl)propoxy]beii2yl}-4-chiorc^N-phenyIbenzenesulfonamide 

hvdrochloride 


919 


+ 


4-chloro-N-(3-methy lpheny 1)-N- { 2-[3-( 1 -piperidinyl)propoxy]benzy 1 } benzenesulfonamide 


920 


+ 


N-{3-[2-(l-{ [(4-chloropheny l)sulfonyl]-2,5-dtfluoroanilino}ethyl)phenoxy]propyl}-4- 

/ tr ifli irtrrtmPtH/wv , 'khpn , 7J*m iHp 


921 


+ 


N-(2- { 2-[ 1 -( 1 ,3-benzodioxol-5-y lcarbony l)-2-piperidiny l]ethoxy }benzy I)-4-chloro-N-(2,5- 

ff i fl 1 1 nrnnh pn vl^H pn tptip^i 1 Ifnn am i ft p 


922 


+ 


4-chloro-N-(2- { 3-[4-(hydroxy methyl)- 1 -piperidiny I]propoxy } benzy 1)-N- 

nHpnvlhf»n "7f*nf*<zi il fV>n^m irlf* h vHrrifh tnriHp 


923 


+ 


4-chloro-N-{2-[( lE)-3-oxo-3-( 1-pyrrolidinyI)- 1 -propenyl] benzyl }-N- 

nh pn vl hpn tpp p^i i 1 fnn am i ff p 


924 


+ 


4-chloro-N-[2-(methylsulfanyl)phenyi]-N-{2-[3-(l- 


925 


+ 


4-chloro-N-[2-(methylsuifanyl)phenyI]-N-{2-[3-(l- 
p iperid inyI)propoxy] benzyl} benzenesulfonamide hydrochloride 


926 


+ 


4-chloro-N-{ 2-[3-(3,5-dimethyl- 1 -piperidiny l)propoxy]benzy 1 } -N- 
phenylbenzenesulfonamide hydrochloride 


927 


+ 


N- { 2-[3-(4-benzyl- 1 -piperidiny l)propoxy]benzy 1 } -4-chloro-N-pheny Ibenzenesulfonamide 

hydrochloride 


928 


+ 


N- {2- [2-( 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino} ethy l)phenoxy]ethyl}-N- 

ethyltetradecanamide 
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NUMBER 


ACTIVITY 


r — i 

COMPOUND 


929 


+ 


methyl [{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]ethyl}(methyl)amino](oxo)acetate 


930 


+ 


N-{2-[2-( 1 -{ [(4-chlorophenyl)sutf 

trimethylpentanamide 


931 


+ 


N- { 3-[2-( { [(4-chloropheny i)sulfony 1^ 

methyl-3,5-bis(trifluoromethyI)benzamide 


932 


+ 


3,4-dichloro-N-{3-[2-({[(4-chIorophenyl)suIfonyI]-2,5- 
difluoroanilino}methyl)phenoxy]propyl}-N-methylbenzamide 


933 


+ 


4-chloro-N-(2- { 2- [ 1 -(2,3-difluorobenzoy l)-2-piperidiny i]ethoxy } benzy l>N-(2,5- 
difluorophenyl)benzenesulfonamide 


934 


+ 


N-{3-[2-(l-{[(4-chiorophenyl)suifonyl]-2,5-difluoroanilino}ethy!)phenoxy]propyl}-N- 
methyl-3,5-bis(trifluoromethyl)benzamide 


935 


+ 


4-[2-((lR)-l-{4-chloro-2-[[(4-chlorophenyl)sulfonyl](methyi)amino]phenoxy}ethyI)-5- 

fluorophenyljbutanoic acid 


936 


+ 


N-(2>difluoropheny!M-(ethylsuifanyl)-^ 

fluoropheny I } ethyl)benzenesulfonam ide 


937 


+ 


4-chIoro-N-pheny I-N- {2- [3-(4-thiomorpholiny l)propoxy jbenzy 1 } benzenesulfonamide 

hydrochloride 


938 


+ 


4-chioro-N-(2 > 5-difluoropheny I)-N-(2- { 2-[ 1 -(3 ,4,5-trimethoxybenzoy l)-2- 
piperidinyl]ethoxy}benzyl)benzenesuIfonamide 


939 




4-chioro-N-(2,5-difiuorophenyl>N- {( I R)- 1 -[2-( 1 - 
piperidinylmethyl)pheny ljethyl} benzenesulfonamide hydrochloride 


940 


+ 


4- [2-(2- { [(4-chloropheny I)sulfony l]-2,5-difluoroanilino }- 1 -methy lethy i)-5- 
fluorophenyl]butanoic acid 


941 


+ 


4-chloro-N-(2-{ [(2S)-7-methyl-7-azabicycIo[2.2. 1 ]hept-2-yl]methoxy } benzyl)-N- 
phenylbenzenesulfonamide hydrochloride 


942 


+ 


N-(2-{2-[l-(2-bromobenzoyl)-2-piperidinyl]ethoxy}benzyl)-4-chloro-N-(2,5- 
di fluoropheny I)benzenesulfonam ide 


943 


+ 


N-{4-[2-(l-{[(4-chlorophenyl)suifonyI]-2,5-difluoroaniIino}ethyI)phenoxy]butyl}-3- 
cycIopentyl-N-ethylpropanamide 


944 


+ 


4-chloro-N-phenyi-N- {2-[3-( 1 -piperaziny I)propoxy]benzy I } benzenesulfonamide 

dihydrochloride 


945 




4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}-N-(3- 
pyridinylmethyl)benzenesulfonamide hydrochloride 


946 


+ 


4-chloro-N-(2 s 5-difluorophenyl)-N-(2-{2-[l-(4-fluorobenzoyl>2- 
piperidiny I]ethoxy } benzyl)benzenesuIfonamide 


947 


+ 


4-chloro-N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl3-2,5- 
difluoroanilino } ethyI)phenoxy]propyl }-2-nitrobenzamide 


948 




2-chloro-6- {2-[3-(l -piperidinyl)propoxy]benzyl}-6H-dibenzo[c,e][l ,2]thiazine 5 t 5-dioxide 

hydrochloride 


949 


+ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difIuoroaniIino}ethyl)phenoxy]ethyl}-N- 

ethylacrylamide 


950 


-f 


3 > 5-dichioro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2 > 5- 
difluoroanilino}ethyl)phenoxy]propyl}-N-methylbenzamide 


951 


+ 


4-chioro-N-(4-methylpentyl)-N-{2-[3-(l-piperidinyI)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


952 


+ 


4-chioro-N-[3-{methy Isulfany l)pheny l]-N- { 2-[3-( 1 - 
p i per id inyl)propoxy] benzyl} benzenesulfonamide hydrochloride 


953 


+ 


4-chioro-N-[3-(methylsuIfanyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy] benzyl} benzenesulfonamide hydrochloride 


954 


+ 


N-[(2S)-bicyclo[2.2. 1 ]hept-2-yl]-4-chloro-N-{2-[3-( 1 - 
piperidinyl)propoxy]benzyI}benzenesulfonamide hydrochloride 


955 




4-chloro-N-(2-methyl-2-propenyl)-N-{2-[3-( 1 - 
piperidinyl)propoxy] benzyl} benzenesulfonamide hydrochloride 


956 


+ 


4-chloro-N-phenyI-N-(2-{3-[3-(l-piperidinyl)propoxy]phenyl}ethyi)benzenesulfonamide 

hydrochloride 


957 


+ 


4-chioro-N-(2,5-difluorophenyl)-N-{5-methy 1-2- [3-( 1 - 
piperidiny l)propoxy )benzy 1 } benzenesulfonamide hydrochloride 
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958 




N- { 3- [2-({ [(4-chloropheny J)sulfony l]-2,5-difluoroanilino } methy l)phenoxy ]propy 1 } -N- 
methy 1-3 ,5-dinitrobenzamide 


959 




N-{4-[2-(l-{[(4-chlorophenyl)suifonyl]-2,5^ 

ethy lcyclopropanecarboxam ide 


960 


+ 


N-{3-[2<{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-3,4- 
d imethoxy-N- methy lbenzarn ide 


961 


+ 


2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)benzyl 3,4- 
difluorobenzylcarbamate 


962 




4-chloro-N- { 2-[2-( 1 -methy l-2-pyrrolidinyl)ethoxy]benzy I }-N-phenylbenzenesulfonamide 

h vrirnr^h 1 ori d& 

11 Y U* vvIUvl lv»V 


963 


+ 


4-chloro-N-phenyl-N-{2-[2-(2-piperidinyl)ethoxy]benzyl}benzenesulfonamide 

hydrochloride 


964 


+ 


4-chtoro-N- { 5-chioro-2- [3-( 1 -piperidiny !)propoxy ]benzy 1 } -N-pheny Ibenzenesulfonam ide 

hy droch loride 


965 


+ 


4-chloro-N-{2-[3-(4-hydroxy-4-methyl-l-piperidinyl)propoxy]benzyI}-N- 
pheny Ibenzenesulfonam ide hydrochloride 


966 


+ 


N-{3-[2-(l-{[(4-chlorophenyi)suifonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 

m ethy I- 1 -naphthamide 


967 


+ 


4-chioro-N- {2- [3-( 1 -piperidiny l)propoxy]benzy 1 }-N-(4- 

\Jy l lUliijr LlllwUljr l^UviibvHVOUllV/IIUllllUv Villi J' Ul \_Fwlll\-Tl IVi-V' 


968 


+ 


4-chioro-N-{2-[3-(4-oxo-l-piperidinyl)propoxy]benzyl}-N-phenylberi2enesulfonainide 

hydrochloride 


969 


+ 


N-[(2S)-bicyclo[2.2. 1 ]hept-2-yl]-4-chloro-N-{2-[3-( 1 - 
piperidinyl)propoxy]benzyl} benzenesulfonarnide hydrochloride 


970 




4-chloro-N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino } methy I)phenoxy ] propyl } -N-methy lbenzamide 


971 


+ 


ethyl (2E)-3-[2-({[(4-chlorophenyl)suIfonyl]anilino}methyl)phenyi]-2-propenoate 


972 




4-chloro-N-phenyl-N-(2-{2-[3<l-piperid^ 

hydrochloride 


973 




4-chloro-N-phenyl-N- { 2-[4-( 1 -piperidiny 1)- 1 -butyny l]benzy I } benzenesulfonarnide 


974 


+ 


4-chloro-N-(2,3 > 4,5 ) 6-pentafluorobenzyI)-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl} benzenesulfonarnide hydrochloride 


975 


+ 


4-chloro-N-(5-chloro-2-hydroxybenzyl>N-phenylbenzenesulfonamide 


976 


+ 


4-chloro-N-phenyl-N-{2-{[5-(l-piperidinyl)^^ 

hydrochloride 


977 




4-chloro-N-phenyl-N- {2-[4-( I -piperidinyl)butoxy]benzyl} benzenesulfonarnide 

h vdrochl oride 


978 


+ 


4-chioro-N-phenyl-N-{2-t5-(l-piperidinyl)pentyl]benzyl}benzenesulfonamide 

fivHmcVi 1 art d(* 

lljr Ul Uulllvl Iviw 


979 


+ 

1 


4-chloro-N-{2-[3-(cyclopropylamino)propoxy]benzyl}-N-phenylbenzenesulfonamide 


980 


i ♦ 


4-chioro-N-[(lR)-l-methylbutyl]-N-{2-[3-(l- 
riinpriH invl^nrftnovvlhpri7vl ^ benyenesiilfonarnide hydrochloride 


981 


-f 


4-chloro-N-phenyl-N- {2-[4-(l-piperidtnyl)butyl]benzyl}benzenesulfonamide hydrochloride 


982 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3- 


983 


+ 


S-methyl 2-l2-(l-{[(4-chIorophenyl)sulfonyI]-2,5- 
difluoroanilino}ethyl)phenoxy]ethyl(methyl)thiocarbamate 


984 


+ 


4-chioro-N-(cyclopropy imethyl)-N- {2-[3-( 1 - 
piperidinyl)propoxy]benzyl} benzenesulfonarnide hydrochloride 


985 


+ 


N_allyl-4-chloro-N-{2-[3-(l-piperidinyI)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


986 


+ 


4-chloro-N-{2-[3-(l-piperidinyi)propoxy]benzyl}-N-tetrahydro-2H-pyran-4- 
y Ibenzenesulfonam ide hydrochloride 
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ACTIVITY 


COMPOUND 


987 


+ 




methyl (2S)-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroaniIino}(phenyl)ethanoate 


988 


+ 


N-(4-bromophenyl)-4-chIoro-N-{2-[3-(i-piperidinyl)propoxy}benzyl}benzenesuIfonamide 

hydrochloride 


989 


+ 


N- { 3-[2-( { [(4-chioropheny l)suifo^ 

trimethoxy-N-methylbenzamide 


990 


+ 


4-chloro-N-{ 5-chloro-2-[4-( 1 -pipendmyi)- 1 -butyny ljbenzy l}-N-pheny ibenzenesulfonamide 

hydrochloride 


991 


+ 


4-chloro-N-(2-ethynylbenzyl)-N-phenylbenzenesuIfonamide 


992 


+ 


N-(2,5-dichioropheny l)(phenyi)-N- { 2-[3-( I - 
piperidiny l)propoxy]benzy I Jmethanesulfonamide hydrochloride 


993 


+ 


3-(2-{ [(phenylsulfonyl)anilino]methyI}phenyl)propanoic acid 


994 


+ 


(E)-N-(2,5-dichlorophenyl)-2-phenyl-N-{2.[3-(l- 
piperidinyi)propoxy3benzyl}ethenesulfonamide hydrochloride 


995 


+ 


ethyl 3-(2-{ [(pheny lsulfonyl)anilino]methyl } phenyl)propanoate 


996 


+ 


4-chloro-N-{2-[3-(cyclohexylamino)propoxy]benzyl}-N-phenyiben2«nesulfonamide 

hydrochloride 


997 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
nitropheny l)sulfany l]propoxy } benzy l)benzenesuifonamide 


998 




4-chloro-N-(4-nitrobenzy 1)-N- { 2-[3-( 1 -piperidiny i)propoxy Jbenzyl } benzenesuifonamide 

hydrochloride 


999 


+ 


4-chloro-N-{2-[3-(3,4-dihydro-2(lH)-isoquinoiinyl)propoxy]benzyI}-N- 
pheny Ibenzenesu Ifonam ide 


1000 


+ 


N- {3-[2-( { [(4-chlorophenyI)suIfonyI]-2,5-difluoroanilino}methyI)phenoxy Jpropyl }-3,5- 

difluoro-N-methylbenzarnide 


1001 


+ 


N-[2-(allyloxy)benzyl]-4-chloro-N-phenyibenzenesuifonamide 


1002 


+ 


3,5-dichloro-N-{3-E2.({[(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino } methy I)phenoxy Jpropy I }-N-methylbenzamide 


1003 


+ 


4-chloro-N-cyclopropyl-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benz«nesulfonami 

hydrochloride 


1004 


+ 


2-({[(4-chlorophenyl)sulfonyl]anilino}methyl)phenyI trifluoromethanesulfonate 


1005 


+ 


N-phenyl-N-{2-[4-(l-piperidinyl)buty!]benzyI}benzenesulfonam 


1006 


+ 


(2S)-2-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}-2-phenylethyl nicotinate 


1007 


+ 


3-((4R)-4-{ [(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}-7-fluoro- 1 s 2,3,4-tetrahydro-l - 

naphthalenyl)propanoic acid 


1008 


+ 


4-chloro-N-(2,5-difluorophenyl)-NK(lR)-l-{4-fluoro-2-[3<l,4 t 5 J 6-tetrahydro-2- 
pyrimidinyl)propyl]phenyl}ethyl)benzenesulfonamide hydrochloride 


1009 


+ 


[2-(( lR)-l-{ [(4-chioropheny l)sulfony l]-2,5-difluoroanilino }ethy 1 )-5- 
fluorophenyl]methanesulfonic acid 


1010 




N-{3-[2-({[(4-chiorophenyl)sulfonyl>2,5-difluoroaniiino}mcthyl)phenoxy]propyI}-4- 

ethoYv*N*rnethvlben7arnide 

vulUAJ * ~ 111 VUIJ li/wlujuliilviw 


1011 


+ 


4-chioro-N- { 5-chloro-2-[3-(4-hydroxy- 1 -piperidiny l)propoxy]benzy I }-N- 
p heny lb enzenesulfonam ide hy drochl ori de 


1012 




4-chloro-N-(23-dihydro- 1 H-inden- ! -yl)-N-{2-[3-( 1 - 
piperidinyl)propoxy]benzyl } benzenesuifonamide hydrochloride 


1013 


+ 


(2R)-2-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino} propanoic acid 


1014 


+ 


S-{3-[2-({[(4-chlorophenyl)sulfonyI]anilino}methyl)phenoxy]propyl} ethanethioate 


1015 


+ 


4-chloro-N-[2-(2-hydroxyphenyl)ethyl]-N-phenylbenzenesulfonamide 
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ACTIVITY 


COMPOUND 


1016 


+ 


4-chloro-N-[2-(4-hydroxybutyI)benzyl]-N-phenyibenzenesulfonamide 


1017 


+ 


4-chloro-N-[2-(4-hydroxybutyl)benzyl]-N-phenylbenzenesulfonamide 


1018 


+ 


4-chloro-N-phenyl-N-[2-(3-suIfanylpropoxy)benzyl]benzenesulfonamide 


1019 




4-chloro-N-[4-(methylsulfanyl)phenyI]-N-{2-[3-(l- 
piperidiny l)pro poxy J benzyl } benzenesulfonamide hydrochloride 


1020 


+ 


4-chloro-N-(2,3-dihydro-lH-inden-2-yl)-N-{2-[3-(l- 
pipenoinyi jpropoxyjoenzy i /uenzenesuiionamiue nyarocnionue 


1021 


+ 


tert-butyl 2-{2-[3-{l -piperidiny I)propoxy]phenyl}-l H-indoIe-l-carboxylate trifluoroacetate 


1022 




N-{5-[(2,5-dichloro{2-[3-(l-piperidinyI)propoxy]benzyl}aniHno)sulfonyI]-4-methyl-I,3- 


1023 




N- {5-[(2,5-dichloro {2-[3-( 1 -piperidiny i)propoxy]benzyl }aniHno)sulfony l]-4-methy 1- 1 ,3- 

th i a 7c\\ — 0 — vl \ st(*jptfmn i h vH rrvf*h I nri H p 


1024 


+ 


2- { 2-[3-( 1 -piperidinyl)propoxy ]benzy 1 }-2H-naphtho[ 1 ,8-cd]isothiazole 1 , 1 -dioxide 

ny orocni onae 


1025 


+ 


4-chloro-N-(2,5-difluoropheny l)-N-( { 2-[3-( 1 -piperidiny l)propoxy ]- 1 - 
napninyi /ineinyi juenzenesuiionannuc nyarocnionoe 


1026 


+ 


4-chloro-N-{2-[(5-chioropentyl)oxy]benzyl}-N-phenylbenzenesulfonamide 


1027 




4-chloro-N-[2-(methylsuIfonyl)phenyl]-N-{2-[3-(l- 

pipci mmy i j pi upijA.yjLfciiz._y 1 / uciizciicouiiuiicuiiiuc ny\n uuiuui iuc 


1028 




tert-butyl 4- { 3-[2-({ [(4-chl oropheny I)suIfonyl]anilino } methyl)phenoxy ]propy 1 } - 1 - 

pipcrajCiiiccor uuAy laic nyui uviiivrioc 


1029 




4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
meuioxypnenyi ^suiianyijpropoxy /uenzyi ^oenzenesuiionuiniQc 


1030 


+ 


4-chloro-N-phenyl-N-[2-(4-pyridinylmethoxy)benzyl]benzenesuifonamide hydrochloride 


1031 


+ 


N-pheny I-N-{2-[3-( 1 -piperidiny l)propyl]benzy I } benzenesulfonamide 


1032 


+ 


2-{ l-[(4-fluorophenyI)sulfonyl]-lH-indol-2-yl}phenyl 3-(l -piperidiny l)propyl ether 

trifluoroacetate 


1033 




4-chloro-N-(2 J 5-difluoropheny l)-N-[2-(2- { 1 -[4-(trifluoromethoxy)benzoy l]-2- 
piperidiny 1 } ethoxy)benzy l]benzenesulfonamide 


1034 


+ 


(2E>3-[2-({[(4-chlorophenyl)sulfonyl]anilino}methyl)phenyI]-N-methoxy-N-methyl-2- 

pt upciuuu iuc 


1035 


+ 


(2E)-3-f2-({[(4-chlorophenyl)sulfonyl]anilino}methyI)phenyl]-2-propenoicacid 


1036 


+ 


4-chloro-N-[3-(methylsulfonyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl } benzenesulfonamide hydrochloride 


1037 


+ 


1 - {3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl} - 1 - 
methyipiperidinium iodide 


1038 


+ 


I -{3-[2-{{2,5-dichloro[(4-chlorophenyl)sulfonyl]anilino}methyl)phenoxy]propyl}- 1 - 
methyipiperidinium iodide 


1039 


+ 


N-[2-(3-bromopropoxy)benzyl]-4-chloro-N-phenylbenzenesulfonamide 


1040 


+ 


4-chloro-N-[2-(4-hydroxy-l-butynyl)benzyl]-N-phenylbenzenesu!fonamide 


1041 


+ 


N-{ 2- [3-oxo-3-(l -piperidiny l)propyl] benzyl} -N-pheny lbenzenesulfonamide 


1042 




N-hydroxy-3-(2-{[(phenyIsulfonyI)anilino]m ethyl }phenyl)propanamide 


1043 


+ 


3-chloro-l -[(4-chlorophenyl)sulfonyl]-2- {2- [3-(l -piperidiny I)propoxy] phenyl }- 1 H-indole 
! trifluoroacetate 


1044 


I 4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(l- 
1 piperidinyl)propoxy]benzyl} benzenesulfonamide 
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COMPOUND 


1045 


+ 


N-{(lR)-l-t2-(3-bromopropoxy)phenyl}ethyl}-4-chloro.N-(2,5- 


1046 


+ 


4-chloro-N-(2,5-difluorophenyI)-N-(l-{2-[3-(lH-imidazol-I- 
vnnroDOXvlDhenvl iethvnben7eTif k ^iilffinaniid^ hvdmrhlnriHf* 


1047 


+ 


4-chioro-N-(2,5-difiuoropheny!)-N-(l-{2-[3-(lH-imidazol-l- 


1048 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-((l S> 1 -{2-[3-(l H-imidazoI- 1 - 
vl^DroDOXvlDhenvl^ethvnbenzenesulfonamide hvdroehlnrifte 


1049 


+ 


(2R,3R)-2,3-bis[(4-methylbenzoyl)oxy]butanedioic acid compound with 4-chioro-N-(2,5- 
difluoronhenvlVN-f ( 1 R \- 1 -f?-fW 1 H-imiHa7ol- 1 - 


1050 




4-chloro-N- {2- [2-(cyclohexylsulfmyI)ethoxy] benzyl }-N-(2,5- 


1051 




4-chloro-N-(2,5-difluoropheny 1)-N- { 2- [3-( 1 H-imidazol- l-yl)-l- 


1052 




4-chloro-N-(2,5-difluorophenyl)-N-[l-(2-hydroxyphenyi)ethyl]benzenesulfonamide 


1053 


+ 


4-benzoyl-N-((lS)-l-{[{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5- 

uixiuunjoiiiiiinj/iiicuiyi jpiiciiLJAyjprypyij^iTicuiyi^alliinojvarD 


1054 


+ 


4-chlorcKN-(2,5-difluorophenyI)-N-(2-hydroxybenzyl)ben2enesulfonainide 


1055 




4-chloro-N-(2,5-difluorophenyl)-N-{( 1 R)-l -[2-(2- 


1056 




4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3.(lH-imida2ol-l- 

yijpi upyijpiiciij'i/ciiiyi juciiz.ciicbuiioiiainiuc nyurocnioocie 


1057 


+ 


(2R)-2-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}propyI isonicotinate 


1058 




(2R)-2-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}propyl nicotinate 


1059 


+ 


N-{3-[2-((l R)-l - { [(4-chlorophenyl)sulfonyI]-2 J 5-difluoroaniIino}ethyi)phenoxy]propyl}- 

in , z,z-irimemy lpropanam lue 


1060 


+ 


ethyl (2R)-2- { [(4-chloropheny l)suifonyI]-2,5-difiuoroannino }propanoate 


1061 


-f 


4-chloro-N-(2,5-difluorophenyi)-N-((lR)-l-{2-[3-(l- 

pipci luiiij i^pujpoAyjpiicny i/cmyi ^uciizcncDUiiunaruiuc nyuruvnjonuc 


1062 


+ 


4-chioro-N-[5-chloro-2«(hydroxymethyl)phenyl]-N-((l R)- l-{2-[3-(l - 
piperidiny l)propoxy}phenyI }ethy l)benzenesulfonamidc hydrochloride 


1063 


+ 


4-chloro-N-(2,5-difluorophenyl)-N.{(lR>l-[4-fiuoro-2-(3- 
uyoroxypropy x ^pnenyi jeiny t } oenzcnesuiionauiiac 


1064 


+ 


2-[2-(l - { [(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino }ethyl)phenoxy]-N- 

mc my iuccuuti iuc 


1065 




methyl 3- [2-(( lR)-l-{ [(4-chloropheny l)sulfony I]-2,5-difluoroanilino } ethy l)-5- 
liuuropncnyijpropanoiiic 


1066 


+ 


4-chloro-N-(2,5-difluorophenyi)-N-(( IR)-1- {2~[3-( 1 H- 1 ,2,4-triazoI- 1 - 
y 1 )propy 1 ] pheny 1 } ethy l)benzenesu I fonam ide 


1067 




4-[2-(( I R)- 1 -{ [(4-chloropheny l)sulfony I]-2,5-difluoroanilino}ethyl)-5- 
iiuoropnenyjjDuiaiioic acia 


1068 




4-[2-((lR)-l-{[(4-chIorophenyl)suifonyi]-2,5-difluoroanilino}ethyl)-5- 
iiuoropnenyijDuianoic acia 


1069 




4-[2-(( lR)-l-{ [{4-chloropheny I)sulfonyl]-2 t 5-difluoroanilino } ethy l)-5- 
flu oro pheny ljbutanoic acid 


1070 


+ 


5-[2-(( I R)- 1 - { [(4-chioropheny l)su!fony 1 ]-2, 5-difluoroanilino } ethy l)-5- 

fliir>rrtnVi^tiv11nf*ntJ*nrkif* nptH 


1071 




4-chloro-N-(2,5-difiuorophenyl)-N-[(lR)- 1 -(2-{4-[( 1 , 1 -dioxido-4- 
thiomorpholinyl)sulfony!]butyl}-4-fluorophenyl)ethyi]benzenesulfonamide 


1072 


+ 


4-[2-(( 1 R)- 1 - { [(4-chloropheny I)sulfonyl]-2,5-difluoroani]ino}ethyl)-5- 
fluorophenyljbutanoic acid 


1073 


+ 


4-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl3-2,5-difiuoroanil ino } ethy I>5- 
fiuorophenyl]butanoic acid 
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NUMBER 


ACTIVITY 


COMPOUND 


1074 


+ 


4-chloro-N-(2,5-difluorophenyi>N-[( 1 R)- 1 -{4-fluoro-2- {4- 
[(methy!sulfonyl)amino]butyl}phenyl)ethyl]benzenesulfonamide 


1075 




4-chioro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-{4-[(ethylsuifonyl)aniino]butyl}-4- 
fluorophenyI)ethyI]benzenesulfonamide 


1076 


+ 


4-[2-(( lS)-I-{ [(4-chIoropheny l)su!fony l]-2,5-difluoroanilino}ethy 0-5- 
fluorophenyljbutanoic acid 


1077 


+ 


[({4-[2-((lR)-I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)-5- 
fluorophenyljbutanoyl }aniino)oxy] acetic acid 


1078 




4-chi oro-N-(2,5-difluoropheny !)-N-(( 1 R)- 1 - { 2- [4-(2,2-dimethy lhydrazino)-4-oxobuty !]-4- 
fluoroohenvl 1 ethvnbenzenesulfon amide 


1079 


+ 


4-[2-(( lR)-l-{ [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino } ethyl)- 5-fluoropheny 1]-N- 

^cvanomethoxv^bul^jiamiHp 

^VT iUIUlil wtllv/A jr lUUiiUJLuliilULr 


1080 


+ 


4-[2-((lR>- l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]butanoic acid 


1081 


- 


4-chloro-N-(2-hydroxybenzyl)-N-phenylbenzenesulfonamide 


1082 


- 


N-{2-[3^dimethylamino)propoxyJben2yI}-N-phenyImethanesulfonamide 


1083 


- 


N-{2-[3-(dimethylamino)propoxy]benzyl}^-nitro-N-phenylbenzenesulfonamide 


1084 


- 


N-{2-[3-(dimethylamino)propoxy]benzyl}-2-nitro-N-phenylbenzenesulfonamide 


1085 


- 


5-(dimethylarnino)-N-{2-[3-(dimethyIamino)propoxy]benzyl}-N-phenyl- 1 - 
naphthaienesu 1 fonamide 


1086 


- 


4-chloro-N-[2-(3-hydroxy-3-methyl-l-butynyl)benzyi]-N-phenyIbenzenesulfonamide 


1087 


- 


4-chloro-N-phenyl-N-{2-[(trimethyIsiIy!)ethynyI]benzyl}benzenesulfonamide 


1088 


- 


N-[2-(3-hydroxypropyI)benzyI)-N-phenylbenzenesulfonamide 


1089 


- 


4-chioro-N-[5-chIoro-2-(4-hydroxy-l-butynyl)benzyl]-N-phenyIbenzenesulfonamide 


1090 


- 


4-chloro-2-({[(4-chiorophenyI)sulfonyl]anilino}methyI)phenyl trifluoromethanesulfonate 


1091 


- 


4-chioro-N-phenyl-N-[2-(3-pyridinylmethoxy)ben2yl]benzenesulfonamide hydrochloride 


1092 


- 


4-chlorcH-N-phenyl-N-[2-(2-pyridinylmethoxy)benzyl]benzenesulfonamidehydrochlori 


1093 


- 


(2E)-N-(benzyloxy)-3-f2-({[(4-chlorophenyl)sulfonyl]anilino}methyl)phenyl]-2- 
nronenamide hydrochloride 


1094 


- 


4-chloro-N-[4-(methy lsulfony I)pheny I]-N- { 2-[3-( 1 - 
Tiineridinvl^nronmfvlHpn7v1 ^hpny^np^iilfinnamifl^ hvrlropViloriHp 


1095 


- 


N-(2,5-difluorophenyI)-4-(phenylsulfanyl)-N-{2-[3- 

( Tihpnvl*inif3Tivl^nrrir4nwlHf i n'7v1 \hf*n7f*nf*^iiI'fnnj*TiniH/* 

^JJJi^lljr lt>UIl<Hl V 1 \J\J\JF±j j \J\tlL£*j 1 f UVilZi\PllVb>UlIUi lain IUC 


1096 


- 


ethyl 4-[2-({[(2-nitrophenyi)sulfonyI]aniIino}methyl)phenyl]butanoate 


1097 


- 


4-[2-( { t(2-nitropheny l)suifonyl]anilino } methyl)phenyI]butanoic acid 


1098 


- 


N-{2-[2-( 1 -{ [(4-chlorophenyi)sulfonyl]-2,5-difluoroanilino}ethyi)phenoxy3ethyl }-N- 

1 1 1 C tl ijr IvJ K> laU tval 1 CLX 1 1 1U v 


1099 


MM! 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-nitro-l(R)-methylbutyI]benzenesulfonamide 


1100 


M M 1 


4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[(methylsulfonyl)amino]-l(R)- 
methyIbutyI]benzenesulfonamide 


1101 


M M 1 


4-chloro-N-(5-chioro-2-fluorophenyl)-N-[4-[(methylsuIfonyi)methylamino]-l(R)- 
methylbutyljbenzenesulfonamide 


1102 


M 1 M 


4-chioro-N-(2 ) 5-dichlorophenyl)-N-[3-[2-[(methylsulfonyi)methyl]-l-piperidinyl]-l(R)- 
methy lpropy l]benzenesu 1 fonam ide 
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1103 


I 


4-chloro-N-(2,5-dichiorophenyl)-N-[4-(2-carboxy-3-thiazolidinyI)-l(R)- 
methylbutyI]benzenesulfonamide 


1104 


..... 


4-chioro-N-(2,5-dichlorophenyl)-N-[5-( 1 , 1 -dioxido-4-thiomorpholinyl)- 1(R)- 
methylpentyI]benzenesulfonamide 


1105 




4-chloro-N-(2 > 5-dichlorophenyl)-N-[4-(2-methoxycarbonyi-3-thiazolidinyi)-l(R)- 
methylbutyljbenzenesulfonamide 


1106 




4-chloro-N-{2,5-dichlorophenyl)-N-[4-(2-carboxy-3-thiazoIidinyl)-l(R)- 
melhylpentyI]benzenesulfonamide 


1107 




4-chloro-N-(5-chloro-2-fluorophenyI)-N-[4-nitro-l(R)-methylbutyl]benzenesulfonamide 


1108 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylsuIfonyl)- 1 -piperidiny 1]- 1 (R)- 
methyibutyljbenzenesulfonamide 


1109 




4-chloro-N-(2,5-dichlorophenyl)-N-E4-[(3-methylsulfonyl)-l-pyrrolidinyl]-l(R)- 
methylbutyljbenzenesulfonamide 


1110 




4-chioro-N-(2,5-difluorophenyl)-N-[4-nitro-l(R)-methylbutyl]benzenesulfonamide 


1111 




4-chloro-N-(2,5-dichlorophenyI)-N-[3-{2-carboxy-3-thiazolidinyl)-l(R)- 
methylpropyljbenzenesulfonamide 


1112 




4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(3-methylsulfonyl)- 1 -pyrrolidinyl]- 1(R)- 
methylpentyljbenzenesulfonamide 


1113 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-(acety lamino)- 1 (R)- 
m ethy Ibuty I] benzenesu 1 fonam ide 


1114 




4-chioro-N-(5-chloro-2-fiuorophenyl)-N-[4-(4-morpholinyI)- 1 - 
methylbutyl]benzenesulfonamide 


1115 




4-chloroN-(2,5-dichlorophenyI)-N-[5-[(3-methy lsulfonyl)- 1 -piperidiny 1]-1 (R)- 
methy lpenty ljbenzenesul fonam ide 


1116 




4-chloro-N-(2^-dichlorophenyl>^ 

m ethylpentyl] benzenesul fonam ide 


1117 




4-chloro-N-(2,5-dichlorophenyi)-N-[5-{2-methoxycarbonyl-3-thiazoIidinyl)-l(R)- 
methylpenty I] benzenesul fonam i de 


1118 




4-chloro-N-(2,5-dichloropheny l)-N-[3-[(3-rnethyIsulfony 1)- 1 -piperidiny 1]- 1 (R)- 
methy Ipro py IJbenzenesu lfonam ide 


1119 




4-chloro-N-(2,5-dichlorophenyl)-N-[3-(2-methoxycarbonyl-3-thiazolidinyl)-l(R)- 
methylpropyljbenzenesulfonamide 


1120 




4-chIoro-N-(2 s 5-difluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyciobutenyl)amine-l(R) 
methylbutyljbenzenesulfonamide 


1121 


+++ 


4-chloro-N-(2,5Kiichlorophenyl)-N-[4-[2-[(inethylsulfonyi)methyl]- 1 -piperidinyl]-! (R> 
methy Ibuty 1] benzenesulfonam ide 


1122 


} i i 


4-chloro-N-(5-chloro-2-fluoropheny I)-N-f 4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine 

1 fn ^-m f*th vlhi itv 1 lhf*n 7pn *»«t 1 1 fr»n a m i H p 


1123 


I i i 


4-chIoro-N-(2,5-dichlorophenyl)-N-[5-[(4-inethy lsulfonyl)- 1 -piperidiny I]- 1 (R)- 

mpthvlnpntvllhf*ti7^Tip*;i?lfrtiiftrniHp 


1124 


+++ 


4-chloro-N-(2,5-dichlorophenyI)-N-[4-[[[(S)hydroxy]phenylmethyl]carbonyl]amino]-l(R)- 
methy lbuty 1 ] benzenesul fonam ide 


1125 


-H-+ 


4-chloro-N-(2 ) 5-difluorophenyl)-N-[3-(2-isopropoxy-3,4-dioxo- 1 -cycIobutenyl)amine- 1 (R) 
methylpropyl]benzenesulfonamide 


1126 


I | } 


4-chioro-N-(2,5-dichlorophenyl)-N-[4-[(4-methy lsulfonyl)- 1 -piperidiny 1]- 1 (R)- 
m eth v lb utvll benzfinesul fonam i de 


1127 


1 j | 


4-chloro-N-(5-chloro-2-fluorophenyll)-N-[3-(2-isopropoxy-3,4-dioxo-l- 

pvolrthirtprivl^aminf*- 1 {Ji Y-tTiPtHvli^rrinvIlHpnTPnPciilfArinTTn/lf 1 

\*rjf I J I yCUIillit- 1 J J. 1 It-Ill Y 1 L/l UU Y 11 U CslLZ^llvOLI I l\Jt ItXlll 


1128 


+++ 


4-chioro-N-(2,5-dichlorophenyl)-N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R) 

methylbutyljbenzenesulfonamide 


1129 


+++ 


4-chioro-N-(2,5-dichlorophenyl)-N-[4-[[[(R)hydroxy]phenylmethyI]carbonyl]amino]-l(R)- 
methylbutyljbenzenesulfonamide 


1130 


-H-+ 


4-chloro-N-(5-chloro-2-fluorophenyl)-N-[3-[2-[4-chloro-N-(5-chloro-2-fluorophenyl)-N- 
[(3 -amino)- 1 (R)-methylpropyl]benzenesulfonamide]-3,4-dioxo- 1 -cyclobutenyl]amine-l (R)- 


1131 


+-H- 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(methoxy)carbonyl]amino]-l- 
methy!butyl]benzenesulfonamide 
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1132 


4-4-f 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylsulfonyI)- 1 -pyrrolidinyl]- 1 (R)- 
methylpropyijbenzenesulfonarnide 


1133 


+++ 


4-chIoro-N-(2,5-dich!orophenyI)-N-[3K2-methoxycarbonylO-thiazoltdiny!>l(R)- 
methylpropyljbenzenesulfonamide 


1134 


4-4- 


4-chloro-N-(2,5-dichIoropheny l)-N-[4-[(3-methy Ithio)- 1 -pyrrolidinyl]- 1 (R> 
methylbutyljbenzenesulfonamide 


1135 


4-+ 


4-chloro-N-(2,5-dichiorophenyi)-4-[[^ 

yl)propyl]amino]-l(R)-methylbutyl]benzenesulfonaiTiide 


1136 


4-4- 


4-chloro-N-(2,5-dichiorophenyl)-N-[4-[3-[^ 

methylbutyljbenzenesulfonamide 


1137 


4-4- 


4-chioro-N-(2,5-dichiorophenyl)-N-[4-[[( 1 , 1 -dimethy lethy l)carbony l]amino]- 1 - 
methylbutyljbenzenesulfonamide 


1138 


4-4- 


4-chloro-N-(2,5-dichIorophenyl)-N-[4^ 


1139 


4H- 


4-chioro-N-(2,5-difluorophenyI)-N-[3-[2^^ 

1 (R)-methylpropyl]benzenesulfonamide]-3 f 4-dioxo- 1 -cyclobutenyl]amine- 1 (R)- 


1140 


4H- 


4-chloro-N<2,5-dichlorophenyI)-N-[5-[3-[(methylsulfonyl)methyI}-l-piperidinyI]- 
methyIpentyl]benzenesuIfonamide 


1141 


4-4- 


4-chloro-N-(2,5-difluorophenyI)-N-[3-(2-isopropoxy-3 ) 4-dioxo- 1 -cyclobuteny I)amine- 1 (R) 
methylpropyi]benzenesulfonamide 


1142 


4-4- 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methy Ithio)- 1 -piperidiny 1]- 1 (R)- 
methylpropyl]benzenesulfonamide 


1143 


+4- 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-^ 

I (R)-methylpropyl]benzenesuifonamide]-3,4-dioxo-l -cyciobutenyI]amine- 1 (R)- 


1144 


-H~ 


4-chloro-N-(2,5-dichlorophenyi)-N-[4-[(4-methy Ithio)- 1 -piperidiny I]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1145 


4-+ 


4-chloro-N-(2,5-dichIorophenyl)-N-[4-[[( 1 ,l-dimethylethoxy)carbonyl]amino]- 1 - 
methylbutyljbenzenesulfonamide 


1146 


-H- 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(4-methylsu!fonyl)- 1 -piperidiny 1]- 1 (R)- 
methy Ipropyl]benzenesulfonam ide 


1147 


4-4- 


4-chloro-N-(2 ? 5-dichlorophenyl)-N-[3-[(3-methylthio)- 1 -pyrrolidinyl]- 1 (R)- 
methylpropyl]benzenesulfonamide 


1148 


H-h 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[3-[(methylthio)methyI]- 1 -piperidinyl]- 1 (R)- 
methylbutyl]benzenesulfonamide 


1149 


4-+ 


4-chloro-N-(2,5-dichiorophenyl)-N-[4-[[(pheny l)carbonyl]amino]- 1 - 
methylbutyljbenzenesulfonamide 


1150 


4-4- 


4-chloro-N-(2,5-dichlorophenyl)-N-[5-[[4-(methy Isulfony l)methy I]- 1 -piperidiny!]- 1 (R>- 
methylpentyljbenzenesulfonamide 


1151 


4-4- 


4-chloro-N-(2,5-dichloropheny l)-N-[3-[(3-(methylsulfony l)methyl]- 1 -piperidinyl]- 1 (R)- 
methylpropyljbenzenesulfonamide 


1152 


4-4- 


4-chloro-N-(2,5-dichloropheny !)-N-(4-am ino)- 1 -methylbutyljbenzenesulfonamide 


1153 


+4- 


4-chloro-N-(2,5-dichlorophenyI)-N-[4-[(3-methy lthio)- 1 -piperidinyl]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1154 


4H- 


4-chloro-N-(2^5-dichlorophenyl)-N-[4-[[(phenoxy)carbonyl]amino]-l- 
methylbutyljbenzenesulfonamide 


1155 


+4- 


4-chIoro-N-(2,5-dichiorophenyl)-N-[4-[[(benzoxy)carbonylJaminoJ-l- 
methylbutyljbenzenesulfonamide 


1156 


4-4- 


4-chloro-N-(2 J 5-dichiorophenyl)-N-[3-[(4-methylthio)-l -piperidinyl]- 1(R)- 
methylpropyi]benzenesulfonamide 


1157 


4-4- 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methylsulfonyl)methyI]-l-piperidinyl]-l(R)- 
methylbutyljbenzenesulfonamide 


1158 


+ 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[N-(2,5-dichlorophenyI)-N-[(4- 
chlorophenyl)su!fony I]amino]- 1 (R)-methy Ibuty ljbenzenesulfonamide 


1159 


4- 


4-chloro-N-(2,5-dichloropheny I)-N-[3-[[3-(methy lthio)methy 1 J- 1 -piperidinyl]- 1 (R)- 
methylpropyl]benzenesuifonamide 


1160 


H M 1 


4-chioro-N-[5-chloro-2-fluoropheny l]-N-{ I (R)-methy l-(4- 
ethylsulfmyI)butyl]benzenesuIfonamide 
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1161 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l- 
methyiethyi)sulfonyl]butyl]benzenesuIfonamide 


1162 




4-chioro-N-[2,5-dichIorophenyl]-N-[ 1 (R)-methy l-(4- 
methylsulfonyI)butyl]benzenesulfonamide 


1163 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[ 1 (R)-methy l-{4- 
ethylsulfonyl)butyl]benzenesulfonamide 


1164 




4-chIoro-N-[2,5-dichloropheny l]-N-[ I (R)-methy i-(4- 
ethylsuIfonyl)butyl]benzenesulfonaniide 


1165 




4-chioro-N- [5-chloro-2-fluoropheny l]-N-[ I (R)-methy l-(4- 
methy lsu I fony l)buty 1] benzenesul fonam ide 


1166 




4-chioro-N-[2,5-difluorophenyI]-N-[ 1 (R)-methyi-(4- 
ethylsulfonyl) butyl] benzenesulfonam ide 


1167 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4- 
methylsulfinyi)butyl Jbenzenesulfonam ide 


1168 




4-chloro-N-[2,5-dichlorophenyi]-N-[l(R)-methyl-(5- 
ethylsulfonyl)pentyI] benzenesulfonam ide 


1169 




4-chloro-N.[2,5-dichlorophenyI]-N-[l(R)-methyl-(4-[(l- 
methylethyl)sulfinyl] butyl] benzenesulfonamide 


1170 




4-chioro-N-[2,5-difluoropheny l]-N-[ 1 (R>methy I-(4- 
methyIsulfonyl)butyl]benzenesulfonamide 


1171 




4-chloro-N-[2,5-dichlorophenyl]-N-[ I (R)-methyl-(4- 
methylsulfinyl)butyl]benzenesulfonamide 


1172 




4-chloro-N-[2,5-dichiorophenyl]-N- [ 1 (R)-methyi-(4- 
ethyIsulfinyl)butyl]benzenesulfonamide 


1173 




4-chloro-N-[2,5-dichlorophenyI]-N-[l(R)-methyl-(5- 
ethylsuIfinyl)pentyl}benzenesulfonamide 


1174 




4-chloro-N-[2,5-difluorophenyI]-N-[l(R)-methyl-(4- 
ethy Isulfiny I)buty 1] benzenesulfonam ide 


1175 




4-chloro-N-[2,5-difluoropheny l]-N-[ 1 (R)-methy I-(4- 
methylsulfinyi)butyl] benzenesulfonamide 


1176 




4-chloro-N-f2 ) 5-dichlorophenyl]-N-[l(R)-methyl-(4-methylthio)butylJbenzenesulfonamide 


1177 




4-chIoro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyK4- 
ethyithio)butyIJ benzenesulfonam ide 


! 1178 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4- 
methy lthio)buty 1 jbenzenesu 1 fonam id e 


1179 




4-chloro-N-[2,5-difluorophenyl]-N-[l{R)-methyl-(4-[(l- 
methvlethvlViulfinvnhutvnbeiizenesuifonamide 


1180 




4-chioro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(3- 
ethylsuIfonyl)propyl]benzenesulfonamide 


1181 




{&$V\-6-\(1 S-dichlomnhenvl'i-f^-chloroDhenvnsuifonvn-aminol^-thioheDtanoic acid 


1182 




4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-methyl-(4-[(2- 
methvlnrnnvl^teulfinvllbutvllbenzenesulfonamide 


U83 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyI-(4-ethylthio)buty I] benzenesulfonam ide 


1184 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(2- 
m ethy ipropyl)sul fony 1] butyl] benzenesulfonam ide 


1185 




methyl(6R)-6-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]-3-thioheptanoate 


1186 




(5R)-5-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]-3-thiohexanoic acid 


1187 


+++ 


methyl(6R)-6-[(2,5-dichlorophenyI)-[(4-chiorophenyl)sulfonyi]-amino]-3-thioheptanoic 

acid, 3-oxide 


1188 


+4- 


4-chloro-N- [2,5-dichloropheny l]-N-[ I (R)-methy l-(4-[(2- 
methylpropyi)thio)sulfonyl]butyi]benzenesulfonamide 


1189 


-f+ 


4-chioro-N-[2,5-dichlorophenyI]-N-[l(R)-methyl-(3-ethylthio)propyl]benzenesulfonamide 
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1190 


-H- 


4-chioro-N-[2,5-dichiorophenyl]-N-[ 1 (R)-methyI-(4-[( 1 - 
methylethyl)thio3butyI]benzenesulfonamide 


1191 


++ 


methyi(6R)-6-[(2,5-dichlorophenyi)-[(4-chIorophenyl)sulfonyl]-amino]-3-thioheptanoi 

acid, 3,3-dioxide 


1192 


++ 


(4R)-4-|>l-{5-chloro-2-fluorophenyl]^ 


1193 


++ 


methy](6R)-6-[(2,5-dichlorophenyl)4(4<hlorophenyl)suIfonyi)-amino]-3-thiohexanoic 

acid, 3-oxide 


1194 


++ 


(4R)-4-[N-f2,5-dichloropheny 1] [(4-chloropheny I)suIfony !]amino]penty Isul fonic acid 


1195 


+ 


methyl(4R)-4-[N-[2,5-dichIorophe^ 


1196 


+ 


(6R)-6-[(2,5-dichiorophenyl)4(4-chlorophenyl)suifonyl]-amino]-3-thioheptanoicaci^ 3- 

oxide 


1197 


+ 


(6R)-6-[(2,5-d!chlorophenyl)-[(4<hlorophenyl)sulfonyl]-amino]-3-thioheptanoi acid, 3,3- 
dioxide 


1198 


( ] 1 1 [ 


4-chioro-N-[2,5-dichloropheny l]-N-[4-[( 1 -azetidiny l)sulfony 1]- 1 (R)- 
methylbutyl]benzenesulfonamide 


1199 


MM) 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(methylamino)sulfonyI]- 1 (R)- 
methylbutyl]benzenesulfonamide 


1200 


[ t 1 M 


4-chIoro-N- [2,5-difluoropheny l]-N-[4-[( 1 -azetidiny l)sulfony I]- 1 (R)- 
methyibutyljbenzenesulfonamide 


1201 


Mill 


4-chloro-N-[2,5-dtchlorophenyI3-N-[4-[(dimethylainmo)sulfony 1]- 1 (R)- 
methylbutyl]benzenesulfonamide 


1202 


1 1 1 I 1 


4-chloro-N<5-chloro-2-fluorophenyl^^ 

methylbutyljbenzenesulfonamide 


1203 


mil 


4-chIoro-N<5-chlorc-2-fluorophenyI)-N-[4-[(methylamino)sulfonyl]-l(R)- 
methylbutyl]benzenesulfonamide 


1204 


1 1 Ml 


4-chloro-N-[2 ) 5-dichlorophenyl]-N-[4-[(l-pyrroIidinyl)sulfonylJ-l(R)- 
memylbutyl]benzenesulfonamide 


1205 


M MI 


4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[( 1 -pyrrolidiny l)sulfony 1]-1 (R> 
methylbutyl]benzenesulfonamide 


1206 


1 M M 


4-chloro-N-[2,5-difluorophenyl]-N-[4-[(dimethylamino)sulfony I]- 1 (R)- 
methylbutyijbenzenesulfonamide 


1207 


1 II M 


4-chioro-N-[2,5-difluorophenyl]-N-[4-[(methylamino)sulfonyI]-l(R)- 
methyibutyl]benzenesulfonamide 


1208 


1 M M 


4-chloro-N-[2,5-dichloropheny l]-N-[4-[(ethy lamino)sulfony 1]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1209 


MM! 


4-chlorch-N-[2,5-dichlorophenyI]-N-[4-[(4-morphoHnyl)sulfonyI]- 1 (R)- 
methy Ibuty 1] benzenesu ! fonamide 


1210 


1 M M 


N-[4-(aminosuIfonyl)-l(R)-methylbutyl3-4-chloro-N-{2,5- 
dichlorophenyl)benzenesu!fonamide 


1211 


II I M 


4-chIoro-N-[2,5-dichlorophenyl]-N-[4-[(4-thiomorpholinyl)sulfonyl]-I(R)- 
methylbutyl]benzenesulfonamide 


1212 


II I M 


4-chioro-N-[2>dichIorophenyl]-N-[4-[[N-( I -methylethy l)methy lamino]sulfony 1]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1213 


M M 1 


4-chloro-N-[2,5-dichIoropheny l]-N-[4-[(diethylamino)suIfonyl]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1214 


MM! 


4-chloro-N-[2,5-dichlorophenyI]-N«[4-[[(tetrahydro- 1 , 1 -dioxido3-thienyl)amino]sulfonyl]- 
l(R)-methylbutyl]benzenesulfonamide 


1215 


Mil 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[[(N-cyclopentyl)methylamino]sulfonyl}-l(R)- 
methyibutyljbenzenesulfonamide 


1216 


-H-f 


4-chioro-N-[2,5-dichlorophenyl]-N-[4-[(2-methylpropylamino)sulfonyI]-l(R)- 
methylbutyl]benzenesulfonamide 


1217 


1 1 M 1 


4-chloro-N-[5-chloro-2-(hydroxymethy l)pheny 1J-N-1 1 (R)-methy l-(4- 
ethyisulfonyl)butyi]benzenesulfonamide 


1218 


(Mil 


4-chloro-N- [5-chloro-2-(hydroxy methy l)pheny 1]-N- [ I (R)-methy I-(4-[( 1,1- 
dimethylethyl)sulfonyl]butyl]benzenesulfonamide 



WO 00/50391 



355 



PCT/US00/04560 



NUMBER 


ACTIVITY 


COMPOUND 


1219 


Mill 


4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[I (R)-methy l-(4-[( 1 - 
methylethyl)suIfinyl]butyl]benzenesulfonamide 


1220 


1 I 1 1 ! 


4-chioro-N-[5-chloro-2-(hydroxymethy i)pheny i]-N-[ 1 (R)-methy I-(4-[( 1 - 
methylethyi)sulfonyl]butyl]benzenesulfonamide 


1221 


1 t 1 1 I 


4-chloro-N-[5-ch[oro-2-(hydroxymethy l)pheny 1 (R)-methy l-(4-[( 1,1- 
dimethyIethyl)sulfinyl]butyI]benzenesuIfonamide 


1222 


Mill 


4-chloro-N-[5-chloro-2-(hydroxymethy I)pheny l]-N-[ 1 (R)-methy i-(4- 
ethyIsuIfinyl)butyI]benzenesuIfonamide 


1223 


Mill 


4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[ 1 (R)-methyl-(4-[( 1 - 
methylethyl)thio]butyi]benzenesulfonamide 


1224 


I I ! 1 ] 


4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[ 1 (R)-methyl-(4- 
methylsulfinyl)butyl]benzenesulfonamide 


1225 


1 1 M 1 


4-chloro-N-[5-chloro-2-(hydroxymethyl)pheny 1 J-N-[ 1 (R)-methyl-(4- 
methyIsulfonyl)butyI]benzenesulfonarnide 


1226 


1 t ] M 


4-chloro-N-[5-chloro-2-(hy droxymethy l)pheny l]-N-[ 1 (R)-methy I-(4- 
phenylthio)butyl]benzenesulfonamide 


1227 


! II 1 1 


4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4- 
ethyithio)butyl]benzenesulfonamide 


1228 


1 1 I M 


4-chloro-N-[5-chIoro-2-(hydroxymethy i)pheny l]-N-[ 1 (R)-methy l-(4- 
methy lthio)buty l]benzenesul fonam ide 


1229 


I 1 H I 


4-chIoro-N-[5-chloro-2-(hydroxymethyl)pheny I]-N-[l (R)-methyI-(4-[( 1,1- 
dimctiiy leth vHth iol butv 11 benzenesu Ifonam i de 


1230 


MM 


4-methy isulfony l-N-[5-chloro-2-(hydroxy methy l)pheny I]-N- [ 1 (R)-methy I-(4- 
methy lsul fony I)buty 1] benzenesulfonam i de 


1231 


-H- 


(4R)-4-[N-[5-chloro-2-(hydroxymethyI)phenyI][(4- 
chlorophenyl)sulfonyl]amino]pentylsulfonic acid 


1232 


+ 


4-ethylthio-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[I(R)-methyI-(4- 
ethy!thio)butyl]benzenesuIfonamide 


1233 




4-chloro-N-[5-chloro-2-(hydroxymethyl)pheny 1]-N- [4-[{methy lamino)suifony 1]- 1 (R)- 
methy Ibuty 1 } benzenesu I fonam ide 


1234 




4-chloro-N-[5-chIoro-2-(hydroxymethyl)phenyi]-N-[4-[(dimethylami 
methylbutyl]bcnzenesulfonamide 


1235 


+++++ 


4-chloro-N-[5-chlorcH2-(hydroxymem^^ 

benzenesu lfonani ide 


1236 




4-chloro-N-[5^hioro-2Khydroxymemyl)ph 

imidazol- 1 -yl)propyllaminosuIfonvIl- 1 (RVmethvlbutvllbenzenesulfonamide 


1237 


+++++ 


4-Chloro-N-(2,5-dichiorophenyl)-N-[2- tElpyrroiidin- 1 -yl]carbonyl]oxy]-(R)- 1 - 
methvIethvllbeitzenesulfonaiTttHp 


1238 




4-Chioro-N-(2,5-difiuorophenyl)-N-[2-[[lpyn-olidin-l-yl3carbonyl]oxyJKR^ 
mcthvlethvllbenzenesulfonamidf* 


1239 




4-Chloro-N-(2 s 5-difluorophenyl)-N-[2-[[N*-[3-(l H-imidazol- 1 -yl)propylamino] 

Carbon Vll OX vl-^R VI -methvlpthvllhpnwn^ctilfrmsiiTMHf* 


1240 




4-Chloro-N-(2,5-dichIorophenyl)-N-[24[N , ^3KlH-imidazol-l-yl)propyIamino] 

Carbonvllox vl-fRV 1 -meth vl eth vl lhpriTfnf^i 1 1 fnn i H f» 


1241 


-KHH-f 


4-Chloro-N-(2,5-dichiorophenyI)-N-[2-[[[(S)-2-(hydroxymethyI)pyrroHdin-l- 

vnicarbonvlloxvl-fRY-l -mpfhvl^thvllh^nw»rtpcMlfrmsiiY»iri*». 
jv-cu ltvjii^ j v^v 1 ~iiicuiy icmy i j ucnzenesuixonainlue 


1242 


MM! 


4-Ch]oro-N-(2,5-dichlorophenyl)-N-[2-[[N i -[2-(piperidin- 1 -yI)ethylamino] carbonyljoxy]- 
f RV 1 -rnethviethvllhenzene^n Ifonarn irfp 


1243 


+++++ 


4-Chloro-N-(2-fluoro-5-chlorophenyl)-N-[2-[[[pyrrolidin-l-yI]carbonyl]oxy]-{R)-l- 
methvlethvllhen7pnp^iilfnnamirfp 


1244 




4-Chioro-N-(2-fluoro-5-chlorophenyl)-N-[2-[[N 1 -[3-( 1 H-imidazol- 1 -y I)propylamino] 
carbonyl]oxy]-(R)- 1 -methy iethyijbenzenesulfonamide 


1245 




4-Chioro-N-(2-fluoro-5-chlorophenyl)-N-f2-[[N , -[2-(lH-imidazol-4- 
y l)ethy laminojcarbony I]oxy]-(R)- 1 -methy lethyljbenzenesulfonamide 


1246 




4-Chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[2-[[N , -[3-(lH-imidazoi-l- 
yl)propylamino]carbonyI]oxy]-(lR)-(2R)-dimethyiethyI]benzenesulfonamide 


1247 




4-Chloro-N-(2,5-dichloropheny l)-N-[2-[[[N'-[3-( 1 H-imidazol- 1 -y I)propy 1]-N'- 
ethylamino]carbonyiloxy]-(R)-l-methyiethynbenzenesuifonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


1248 




4-Chloro-N-(2,5-dichloropheny 1)-N- [2-[[N -[3-( 1 H-tetrazol- 1 -y 1)- 
propy lamino]carbonyl]oxy]-(R)- 1 -methylethy I]benzenesulfonamide 


1249 




4-Chloro-N-(2 ^ 5-dlchlorophenyl)-N-[2-[[N , -{2-(hydroxyethyl)-N , - 
methy Iamino]carbonyl]oxy]-(R)- 1 -methy lethyljbenzenesulfonamide 


1250 


+4+4+ 


4-Chioro-N-(2 J 5-dichlorophenyl)-N-[2-[[[N*-[3-( 1 H-imidazoI- 1 -yl)propyl]-N'- 
methyiamino]carbony I]oxy]-(R)- 1 -methy lethy ljbenzenesuifonamide 


1251 


4++4+ 


4-Chloro-N-[5-chloro-2-(hydroxymethyl)pte 

N , -cyclopropyImethyiamino]carbonyl]oxy3-(R)-l-methylethyI]benzenesuIfonamide 


1252 


4+4+4 


4-Chloro-N-[5-chloro-2-(hydroxyme^ 

N , -(2-methylethyl)amino]carbonyl]oxy]-(R)-l-rnethylethyl]benzenesuifonamide 


1253 


4+ 


4-chioro-N-(2 > 5-dichlorophenyl)-N-[l-(S)-[l-[2-(methylsuifonyl)ethyl] pyrroiidin-2- 
yl]ethyl]benzenesulfonamide 


1254 


+ 


4-chIoro-N-(2,5-dichiorophenyl)-N-[ 1 -(S)-pyrroIidin-2-y I]ethy ljbenzene sulfonamide 


1255 


+ 


4-chIoro-N-(2,5-dichlorophenyl)-N-[l -(S)-[l -[( 1 , 1 -dimethylethoxy) carbonyl]pyrroIidin-2- 

yI]ethyl]benzenesulfonamide 


1256 


4+ 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[N<S}-[l-(methoxy(^bonyl)-3- 
methylbutyljamino]- 1 -methyl-4-oxobutyI]benzenesuIfonamide 


1257 


4++ 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[N-(S)-[I-(methoxycarbonyI)-2- 
methylpropyl]amino]-l-methyl-4-oxobutyI]benzenesulfonamide 


1258 




(R)-4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[6-[N-(S)-[l-(methoxycarbonyI)-3- 
methylbutyljamino]- 1 -methyl-6-oxohexyI]benzenesuIfonamide 


1259 


•H+H- 


(R)-4-Chloro-N-(5-chloro-2-fluo^ 

l-methyI-6-oxohexyl]benzenesulfonamide 


1260 




(R)-4-Chloro-NK5-chIoro-2-fluorophenyl>N46-[N-(S)-[lKmethoxycarbonyi)-3- 
methylbutyljamino]- 1 -methy l-6-oxohexyI]benzenesulfonamide 


1261 




(R)-4-Ch!oro-N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[l-(niethoxycarbonyI)-2- 
niethylpropyI]amino]- 1 -methyl-6-oxohexyl]benzenesuIfonamide 


1262 




(R)-4-ChIoro-N-(5-chloro-2-fluorophenyl)-N.[6-[N-(S)-[l-(carboxy)-2- 
methy ipropy ljamino]- 1 -methyl-6-oxohexy ljbenzenesuifonamide 


1263 


■MM 


(R)-4-Chloro-N-(5-chioro-2-fluoropheny^^ 

l-methyl-6-oxohexyljbenzenesuIfonarnide 


1264 


4+ 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(S)-[I-(methoxycarbonyl)-2- 
methylpropyl]amino j- 1 -methyi-5-oxopentyl]benzenesuifonamide 


1265 


4++ 


(R)-4-Chloro-N-(5-chloro-2-fluoropheny0^^ 

methylbutyl]amino]-l-methyl-5-oxopentyl]berizenesulfonamide 


1266 


HH1 


(RH-Chloro-NK5-chioro-2-fluorophenyI)-N-[5-^-(R>[l-(methoxycarbonyl)-2- 
methy Ipropyl]amino]- 1 -methyl-5-oxopenty l]benzenesulfonamide 


1267 


III! 


(R)-4-Chloro-N-(5.chioro-2-fluoropheny l)-N-[5-[N-<R)-[ 1 -(methoxycarbonyl)-3- 
methy lbutyl]amino]- 1 -methy I-5-oxopenty I]benzenesulfonamide 


1268 


+4- 


(R)-4-Chloro-N-(5-chloro-2-fluoropheny l)-N-[5-[N-(S)-[ 1 -(carboxy)-2- 
methylpropyI]amino]- 1 -methyl-5-oxopentyl]benzenesulfonamide 


1269 


4+ 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyi^ 

1 -methy l-5-oxopentyi]benzenesu!fonamide 


1270 


1 1 1 1 


(R)-4-Chioro-N-(5-chloro-2-fiuorophenyl)-N-[5-[N-(R)-[ 1 -(carboxy)-2- 
methy Ipropy 1] amino]- 1 -methy I-5-oxopentyI]benzenesuIfonamide 


1271 


-H~f- 


(R)-4_Chloro-N-(5-chloro-2-fluorophenyl)-N-[5-|>4-(R>[l-(carboxy)-3-methylbutyI]amino] 
l-methyI-5-oxopentyI]benzenesulfonamide 


1272 


■hh-h- 


(R)-4-Chloro N-(5-chloro-2-fluoropheny l)-N-[ 1 -methy l-6-( 1 , 1 -dioxo-2-methy 1-4- 
thiomorpholinyI)-6-oxohexyI3benzenesuIfonamide 


1273 


+++++ 


(R)-4-Chloro N-<5-chloro-2-fluorophenyI)-N-[ 1 -methy l-6-( 1 , 1 -dioxo-3 -methy 1-4- 
thiomorpholinyl)-6-oxohexyI]benzenesuIfonamide 


1274 




(R)-4-Chloro-N-(5-chloro-2-flouropheny l)-N-[ 1 -methy I-6-( 1 , 1 -dioxido-2-methy 1-4- 
thiomorhpoiinyl)hexy ljbenzenesuifonamide 


1275 




(R)-4-Chloro-N-(5-chloro-2-flouropheny l)-N-[ 1 -methy l-6-( 1 , 1 -dioxido-3-methy 1-4- 
thiomorhpolinyl)hexyl]benzenesulfonamide 


1276 




(R)-4-Chloro-N-(2,5-difluorophenyI)-N-[l-[4-fluoro-2-[l-(2-methyt-4- 
thiomorpholinyl)butanoyl]phenyl]ethyl]benzenesuIfonamide 
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COMPOUND 


1277 


-Hill 


(R)-4-Chloro-N-(2,5-difluoropheny l)-N-[ I -[4-fluoro-2- [ 1 -( 1 , 1 -dioxo-2-methy 1-4- 
thiomorpholinyl)butanoyl]phenyl]ethyl]benzenesulfonamide 


1278 


11111 


(R)-4.Chloro-N-(2,5-difiuorophenyI)-N-[ I -[4-fluoro-2-[ 1 -( 1 , 1 -dioxo-2-methy 1-4- 
thiomorpholiny!)butyl]phenyI]ethyl]benzenesuIfonamide 
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+++++ 
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Mill 
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CH, D 0-=J — O 
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Mill 


1287 


o ^ 

■K O" S-O 


+++-H- 


1288 


OH 


f 1 1 1 + 
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1289 




<jW Che. 

o=*=o 

ct 




+++++ 


1290 




OH CNl«l 
H 




+ 


1291 




OH 
CI 




[fill 


1292 


c 
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1293 




■ 


1294 


o 


Mill 


1295 




mil 


1296 


c- 




1297 








+++++ 
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1299 




++ 


1300 




++ 


1301 


O 1 


+ 


1302 




+ 


1303 


HjC N ' 


++ 


1304 
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++ 
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+ 
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+ 
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A P'TTVTTTV 


1318 


I 1 ° 




1319 
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++ 
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Inspection of the extensive dates presented in the preceding Table reveals that a wide variety of 
compounds of the generic formula provided herein display activity in an in vitro cell-based assay. 

While the invention has been described in detail with reference to certain preferred 
embodiments thereof, it will be understood that modifications and variations are within the spirit and 
scope of that which is described and claimed. 
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WHAT IS CLAIMED IS: 

1 . A compound having the structure: 

D G 
C o 

\-S— J 

/ II 

E O 

and pharmaceutically acceptable salts thereof, wherein: 

D is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, halogen, alkoxyl, ester, amide, or 

D and G, taken together, form a substituted or unsubstituted cyclic moiety; and 

E, is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, sulfonamidyl, 
sulfide or alkoxyl; or 

J and E, taken together, form a substituted or unsubstituted cyclic moiety; and 

G, when not part of a cyclic moiety including D, is substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, 
ester, ether or carbamate; or 

J, when not part of a cyclic moiety including E, is substituted or unsubstituted hydrocarbyl, 
heterocycle optionally having one or more double bonds. 

2« The compound of claim 1, wherein: 
D is H or lower alkyl; 

E, G and J are independently substituted or unsubstituted aromatic. 

3. The compound of claim 1, wherein: 

E, G and J are independently substituted or unsubstituted 5-, 6- or 7-membered 
aromatic. 

4. The compound of claim 3, wherein: 

E, G and J are independently substituted or unsubstituted aryl. 
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The compound of claim 4 wherein: 

substituent(s) on E is(are) independently substituted or unsubstituted alkyl, halogen, 
hydroxy, ester, -S-alkyl, N0 2 or S0 2; 

substituent(s) on G is(are) independently substituted or unsubstituted alkyl, alkenyl, 
alkynyl, cycloalkyl, halogen, amide, amine, hydroxy, sulfonyl, sulfonamide, 
-(CH 2 ) n -0-(CH 2 ) m -amine, -(CH 2 ) n -0-(CH 2 ) m -heterocycle, or -(CH 2 ) n -0-(CH 2 ) m -amide, 
wherein n and m are independently 0, 1, 2, 3, 4 or 5; and 

substituent(s) on J is (are) independently substituted or unsubstituted alkyl, halogen, 
ether, -S-alkyl, or -S-aryL 

The compound of claim 5, wherein: 

substituent(s) on E and J is (are) halogen; and 
substituent(s) on G is (are) halogen and/or substituted alkyl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted polycyclic radical. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted alkyl, alkenyl or alkynyl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 

J is substituted or unsubstituted heterocycle optionally having or more double bonds. 
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10. The compound of claim 1, wherein: 
D is H or lower alkyl; 
G is substituted or unsubstituted aryl; 

E and J, taken together, form a substituted or unsubstituted bicyclic or poly cyclic 
5 moiety, 

v 11. The compound of claim 1 , wherein: 

D is H or lower alkyl; 
\ E is substituted or unsubstituted alkyl, alkenyl, or alkynyl; 

10 G is substituted or unsubstituted aryl; and 

■ ' ; J is substituted or unsubstituted aryl. 

12. The compound of claim 1, wherein: 

D is H or lower alkyl; 

5 E is substituted or unsubstituted cycloalkyl, cycloalkenyl, or cycloalkynyl; 

^ G is substituted or unsubstituted aryl; and 

j\ J is substituted or unsubstituted aryl. 

13. The compound of claim 1, wherein: 
Q0 D is H or lower alkyl; 

iij E is substituted or unsubstituted poly cyclic radical; 

CP G is substituted or unsubstituted aryl; and 

fl\ J is substituted or unsubstituted aryl. 

25 14. The compound of claim 1, wherein: 
D is H or lower alkyl; 

E is substituted or unsubstituted heterocycle optionally having one or more double 
bonds; 

G is substituted or unsubstituted aryl; and 
30 J is substituted or unsubstituted aryl 

15. The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
35 G is substituted or unsubstituted alkyl, alkenyl and alkynyl; and 

J is substituted or unsubstituted aryl. 
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16. The compound of claim 1, wherein: 

D is H or lower alkyl; 

E is substituted or unsubstituted aryl; 

G is substituted or unsubstituted cycloalkyl, cycloalkenyl or cycloalkynyl; 
J is substituted or unsubstituted aryl. 

17. The compound of claim 1, wherein: 

D is H or lower alkyl; 

E is substituted or unsubstituted aryl; 

G is ester or carboxylate; 

J is substituted or unsubstituted aryl. 

1 8 . The compound of claim 1 , wherein: 

D is H or lower alkyl; 

E is substituted or unsubstituted aryl; 

J is substituted or unsubstituted aryl; and 

G is substituted or unsubstituted poly cyclic radical. 

1 9 . The compound of claim 1 , wherein : 

D is H or lower alkyl; 

E is substituted or unsubstituted aryl; 

G is -(CHR,)n-0-(CHR 2 ) m -CONR 3 R4, wherein 

n is 1, 2, 3 or 4; 

mis 0, 1,2,3 or 4; 

Ri and R 2 are independently H, or substituted or unsubstituted alkyl; 
R 3 and Rj are independently H, substituted or unsubstituted alkyl; 

or R 3 and R* cooperate to form a substituted or unsubstituted cyclic 
moiety; and 
J is substituted or unsubstituted aryl. 

20. A composition comprising a compound according to claim 1 in a pharmaceutically acceptable 
carrier therefor. 



21. A method of modulating the level of Amyloid Beta Precursor Protein (APP), said method 
comprising contacting said protein with at least one compound according to claim 1 . 
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22. A method according to claim 2 1 , wherein said APP is APP 751 , APP 695wt , APP 670 / 6 7i, 
APP 670 /67i/7i7, sAPP, a-sAPP, or p-sAPP. 

23. A method for treating disease conditions, said method comprising administering to a patient 
having a disease condition a therapeutically effective amount of at least one compound according to 
claim 1 . 



24. A method according to claim 23 , wherein said disease condition is amyloid angiopathy, 
cerebral amyloid angiopathy, systemic amyloidosis, an Alzheimer's disease, hereditary cerebral 
hemorrhage with amyloidosis of the Dutch type, inclusion body myositis, and Down's syndrome. 

25. A method for preventing disease conditions in a subject at risk thereof, said method comprising 
administering to said subject a therapeutically effective amount of at least one compound according to 
claim 1. 



26. A method for treating a subject in need thereof to decrease production of A& said method 
comprising administering to said subject an effective amount of the compound according to claim 1 > 
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DECLARATION AND POWER OF ATTORNEY 

As a below named inventor, I HEREBY DECLARE: 

THAT my residence, post office address, and citizenship are as stated below next to my 

name; 

THAT I believe I am the original, first, and sole inventor (if only one inventor is named below) 
or an original, first, and joint inventor (if plural inventors are named below or in an attached 
Declaration) of the subject matter which is claimed and for which a patent is sought on the invention 
entitled 

NOVEL SULFONAMIDE COMPOUNDS AND USES THEREOF 



(Attorney Docket No. MBA1 1 00-1 ) 

the specification of which (check one) 

is attached hereto. 



X was filed on 08/07/2001 as United States Application Number 

09/890,927 . 

THAT I do not know and do not believe that the same invention was ever known or used by 
others in the United States of America, or was patented or described in any printed publication in 
any country, before I (we) invented it; 

THAT I do not know and do not believe that the same invention was patented or described in 
any printed publication in any country, or in public use or on sale in the United States of America, for 
more than one year prior to the filing date of this United States application; 

THAT I do not know and do not believe that the same invention was first patented or made 
the subject of an inventor's certificate that issued in any country foreign to the United States of 
America before the filing date of this United States application if the foreign application was filed by 
me (us), or by my (our) legal representatives or assigns, more than twelve months (six months for 
design patents) prior to the filing date of this United States application; 

THAT I have reviewed and understand the contents of the above-identified specification, 
including the claim(s), as amended by any amendment specifically referred to above; 

THAT I believe that the above-identified specification contains a written description of the 
invention, and of the manner and process of making and using it, in such full, clear, concise, and 
exact terms as to enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the invention, and sets forth the best mode contemplated by me 
of carrying out the invention; and 

THAT I acknowledge the duty to disclose to the U.S. Patent and Trademark Office all 
information known to me to be material to patentability as defined in Title 37, Code of Federal 
Regulations, §1.56. 
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I HEREBY CLAIM foreign priority benefits under Title 35, United States Code §1 19(a)-(d) or 
§ 365(b) of any foreign application(s) for patent or inventor's certificate, or §365(a) of any PCT 
international application which designated at least one country other than the United States of 
America, listed below and have also identified below any foreign application for patent or inventor's 
certificate or of any PCT international application having a filing date before that of the application 
on which priority is claimed. 



Prior Foreign 
Application Number 


Country 


Foreign Filing Date 


Priority 
Claimed? 


Certified 

Copy 
Attached? 

































I HEREBY CLAIM the benefit under Title 35, United States Code § 11 9(e) of any United 
States provisional application(s) listed below. 



U.S. Provisional Application Number 
60/121,906 


Filing Date 
02/26/1999 


60/122,746 


02/26/1999 


60/122,748 


02/26/1999 


60/130,994 


04/23/1 999 


60/130,995 


04/23/1999 



I HEREBY CLAIM the benefit under Title 35, United States Code, §120 of any United States 
application(s), or § 365(c) of any PCT international application designating the United States of 
America, listed below and, insofar as the subject matter of each of the claims of this application is 
not disclosed in the prior United States or PCT International application in the manner provided by 
the first paragraph of Title 35, United States Code, § 1 12, I acknowledge the duty to disclose 
information which is material to patentability as defined in Title 37, Code of Federal Regulations, 
§ 1 .56 which became available between the filing date of the prior application and the national or 
PCT international filing date of this application. 



U.S. Parent 
Application Number 


PCT Parent 
Application Number 


Parent 
Filing Date 


Parent II 
Patent Number 




PCT/US00/04560 


2/22/2000 
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Atty. Dkt. No. MBA1 100-1 
(037761-0215) 



I HEREBY APPOINT the following registered attorneys and agents of the law firm of FOLEY 
& LARDNER: 



WESLEY B. AMES 


Reg. 


No. 


40,893 


LEI FANG 


Reg. 


No. 


44,676 


KEVIN J. FORRESTAL 


Reg. 


No. 


45,861 


ANDREW EDWARD GRANSTON 


Reg. 


No. 


38,473 


LEE HSU 


Reg. 


No. 


39,716 


BERNARD L. KLEINKE 


Reg. 


No. 


22,123 


STEPHEN E. REITER 


Reg. 


No. 


31,192 


RICHARD M. SAN PIETRO 


Reg. 


No. 


45,071 


STACY L. TAYLOR 


Reg. 


No. 


34,842 


RICHARD J. WARBURG 


Reg. 


No. 


32,327 


ARTHUR A. WELLMAN JR. 


Reg. 


No. 


47,174 


MICHAEL A. WHITTAKER 


Reg. 


No. 


46,230 


BARRY S. WILSON 


Reg. 


No. 


39,431 



to have full power to prosecute this application and any continuations, divisions, reissues, and 
reexaminations thereof, to receive the patent, and to transact all business in the United States 
Patent and Trademark Office connected therewith. 

I request that all correspondence be directed to: 

Stephen E. Reiter 

FOlJOLiARDISlEB^ IZx. 

^^^Customer Number: DelMar \ 

f *DelMar* ) 

X. DelMar y 

^^J> ATENT TRADEMARK OFFICE 



Telephone: (858) 847-6711 
Facsimile: (858) 792-6773 

I UNDERSTAND AND AGREE THAT the foregoing attorneys and agents appointed by me to 
prosecute this application do not personally represent me or my legal interests, but instead represent 
the interests of the legal owner(s) of the invention described in this application. 

I FURTHER DECLARE THAT all statements made herein of my own knowledge are true, and 
that all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 
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Atty. Dkt. No. MBA1 100-1 
(037761-0215) 



DECLARATION AND POWER OF ATTORNEY 

As a below named inventor, I HEREBY DECLARE: 

THAT my residence, post office address, and citizenship are as stated below next to my 

name; 

THAT I believe I am the original, first, and sole inventor (if only one inventor is named below) 
or an original, first, and joint inventor (if plural inventors are named below or in an attached 
Declaration) of the subject matter which is claimed and for which a patent is sought on the invention 
entitled 

NOVEL SULFONAMIDE COMPOUNDS AND USES THEREOF 



(Attorney Docket No. MBA1 100-1) 

the specification of which (check one) 

is attached hereto. 



X was filed on 08/07/2001 as United States Application Number 

09/890,927 . 

THAT I do not know and do not believe that the same invention was ever known or used by 
others in the United States of America, or was patented or described in any printed publication in 
any country, before I (we) invented it; 

THAT I do not know and do not believe that the same invention was patented or described in 
any printed publication in any country, or in public use or on sale in the United States of America, for 
more than one year prior to the filing date of this United States application; 

THAT I do not know and do not believe that the same invention was first patented or made 
the subject of an inventor's certificate that issued in any country foreign to the United States of 
America before the filing date of this United States application if the foreign application was filed by 
me (us), or by my (our) legal representatives or assigns, more than twelve months (six months for 
design patents) prior to the filing date of this United States application; 

THAT I have reviewed and understand the contents of the above-identified specification, 
including the claim(s), as amended by any amendment specifically referred to above; 

THAT I believe that the above-identified specification contains a written description of the 
invention, and of the manner and process of making and using it, in such full, clear, concise, and 
exact terms as to enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the invention, and sets forth the best mode contemplated by me 
of carrying out the invention; and 

THAT I acknowledge the duty to disclose to the U.S. Patent and Trademark Office all 
information known to me to be material to patentability as defined in Title 37, Code of Federal 
Regulations, §1.56. 
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Atty. Did. No. MBA1 100-1 
(037761-0215) 



I HEREBY CLAIM foreign priority benefits under Title 35, United States Code §1 19(a)-(d) or 
§ 365(b) of any foreign application(s) for patent or inventor's certificate, or § 365(a) of any PCT 
international application which designated at least one country other than the United States of 
America, listed below and have also identified below any foreign application for patent or inventor's 
certificate or of any PCT international application having a filing date before that of the application 
on which priority is claimed. 



Prior Foreign 
Application Number 


Country 


Foreign Filing Date 


Priority 
Claimed? 


Certified 

Copy 
Attached? 























I HEREBY CLAIM the benefit under Title 35, United States Code § 119(e) of any United 
States provisional application(s) listed below. 





U.S. Provisional Application Number 


Filing Date 


hi? 


60/121,906 


02/26/1999 




60/122,746 


02/26/1999 




60/122,748 


02/26/1999 




60/130,994 


04/23/1999 




60/130,995 


04/23/1999 



b I HEREBY CLAIM the benefit under Title 35, United States Code, §120 of any United States 

O application(s), or § 365(c) of any PCT international application designating the United States of 
ft! America, listed below and, insofar as the subject matter of each of the claims of this application is 

not disclosed in the prior United States or PCT International application in the manner provided by 
™f the first paragraph of Title 35, United States Code, § 1 12, I acknowledge the duty to disclose 
y information which is material to patentability as defined in Title 37, Code of Federal Regulations, 
5 " § 1 .56 which became available between the filing date of the prior application and the national or 

PCT international filing date of this application. 



U.S. Parent 
Application Number 


PCT Parent 
Application Number 


Parent 
Filing Date 


Parent I 
Patent Number 




PCT/US00/04560 


2/22/2000 





















Page 2 of 6 

023.207270.1 

I 



Atty. Dkt. No. MBA1 100-1 
(037761-0215) 

I HEREBY APPOINT the following registered attorneys and agents of the law firm of FOLEY 
& LARDNER: 



WESLEY B. AMES 


Reg. 


No. 


40,893 


LEI FANG 


Reg. 


No. 


44,676 


KEVIN J. FORRESTAL 


Reg. 


No. 


45,861 


ANDREW EDWARD GRANSTON 


Reg. 


No. 


38,473 


LEE HSU 


Reg. 


No. 


39,716 


BERNARD L. KLEINKE 


Reg. 


No. 


22,123 


STEPHEN E. REITER 


Reg. 


No. 


31,192 


RICHARD M. SAN PIETRO 


Reg. 


No. 


45,071 


STACY L. TAYLOR 


Reg. 


No. 


34,842 


RICHARD J. WARBURG 


Reg. 


No. 


32,327 


ARTHUR A. WELLMAN JR. 


Reg, 


No. 


47,174 


MICHAEL A. WHITTAKER 


Reg. 


No. 


46,230 


BARRY S. WILSON 


Reg. 


No. 


39,431 



to have full power to prosecute this application and any continuations, divisions, reissues, and 
reexaminations thereof, to receive the patent, and to transact all business in the United States 
Patent and Trademark Office connected therewith. 

I request that all correspondence be directed to: 

Stephen E. Reiter 
FOLEY & LARDNER 
Customer Number: DelMar 

DelMar 

PATENT TRADEMARK OFFICE 

Telephone: (858)847-6711 
Facsimile: (858) 792-6773 

I UNDERSTAND AND AGREE THAT the foregoing attorneys and agents appointed by me to 
prosecute this application do not personally represent me or my legal interests, but instead represent 
the interests of the legal owner{s) of the invention described in this application, 

I FURTHER DECLARE THAT all statements made herein of my own knowledge are true, and 
that all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 
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Name of fifth inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of sixth inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of seventh inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of eighth inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 



Prasad V. Chaturvedula 



Atty. Dkt. No. MBA1 100-1 
(037761-0215) 



Cheshire, Connecticut 



U.S. 



1 90 Lancaster Way 
Cheshire, Connecticut 06410 



Milind S. Deshpande 
Madison , Connecticut 
U.S. 

1 8 Devonshire Lane 
Madison, Connecticut 06443 



Daniel J. Keavy 
Kiilingworth, Connecticut 
U.S. 

286 Route 81 

Kiilingworth, Connecticut 06419 



Wai Yu Lau 
Meriden, Connecticut 
Hong Kong 

657 East Main Street, Apt. C20 
Meriden, Connecticut 06450 
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Name of ninth inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of tenth inventor 
* Residence 
r Citizenship 

Post Office Address 

Inventor's signature 
l % Date 

O Name of inventor 1 1 
~fl Residence 
ry Citizenship 

» Post Office Address 

fTf Inventor's signature 
^ Date 

ry Name of inventor 1 2 
Residence 
Citizenship 

Post Office Address 

Inventor's signature 
Date 



Atty. Dkt. No. MBA1 100-1 
(037761-0215) 

Michael F. Parker 
Higganum, Connecticut 
U.S. 

45 Brainard Hill Road 

Higganum, Connecticut 06441 



Charles P. Sloan 
Wallingford, Connecticut 
Canada 

41 9 Ward Street 

Wallingford, Connecticut 06492 



Owen B. Wallace 



Madison, Connecticut 
Ireland 

1 9 Lyle Drive 

Madison, California 06443 



Henry Hui Wang 
Middletown, Connecticut 
China 

837A Long Hill Drive 
Middletown, Connecticut 06457 



023.207270.1 
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Atty. Dkt. No. MBA1 100-1 
(037761-0215) 

DECLARATION AND POWER OF ATTORNEY 

As a below named inventor, I HEREBY DECLARE: 

THAT my residence, post office address, and citizenship are as stated below next to my 

name; 

THAT I believe I am the original, first, and sole inventor (if only one inventor is named below) 
or an original, first, and joint inventor (if plural inventors are named below or in an attached 
Declaration) of the subject matter which is claimed and for which a patent is sought on the invention 
entitled 



NOVEL SULFONAMIDE COMPOUNDS AND USES THEREOF 



(Attorney Docket No. MBA1 100-1) 

the specification of which (check one) 

is attached hereto. 

_A_ was filed on 08/07/2001 as United States Application Number 

09/890,927 . 

THAT I do not know and do not believe that the same invention was ever known or used by 
others in the United States of America, or was patented or described in any printed publication in 
any country, before I (we) invented it; 

THAT I do not know and do not believe that the same invention was patented or described in 
any printed publication in any country, or in public use or on sale in the United States of America, for 
more than one year prior to the filing date of this United States application; 

THAT I do not know and do not believe that the same invention was first patented or made 
the subject of an inventor's certificate that issued in any country foreign to the United States of 
America before the filing date of this United States application if the foreign application was filed by 
me (us), or by my (our) legal representatives or assigns, more than twelve months (six months for 
design patents) prior to the filing date of this United States application; 

THAT I have reviewed and understand the contents of the above-identified specification, 
including the claim(s), as amended by any amendment specifically referred to above; 

THAT I believe that the above-identified specification contains a written description of the 
invention, and of the manner and process of making and using it, in such full, clear, concise, and 
exact terms as to enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the invention, and sets forth the best mode contemplated by me 
of carrying out the invention; and 

THAT I acknowledge the duty to disclose to the U.S. Patent and Trademark Office all 
information known to me to be material to patentability as defined in Title 37, Code of Federal 
Regulations, §1.56. 
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Atty, Dkt. No. MBA1 100-1 
(037761-0215) 



I HEREBY CLAIM foreign priority benefits under Title 35, United States Code §1 19(a)-(d) or 
§ 365(b) of any foreign application(s) for patent or inventor's certificate, or § 365(a) of any PCT 
international application which designated at least one country other than the United States of 
America, listed below and have also identified below any foreign application for patent or inventor's 
certificate or of any PCT international application having a filing date before that of the application 
on which priority is claimed. 



Prior Foreign 
Application Number 


Country 


Foreign Filing Date 


Priority 
Claimed? 


Certified j 
Copy J 
Attached? j 

































I HEREBY CLAIM the benefit under Title 35, United States Code § 119(e) of any United 
States provisional application(s) listed below. 



| U.S. Provisional Application Number 


Filing Date 


60/121,906 


02/26/1999 


60/122,746 


02/26/1999 


60/122,748 


02/26/1999 


60/130,994 


04/23/1 999 


j 60/130,995 


04/23/1999 



I HEREBY CLAIM the benefit under Title 35 # United States Code, §120 of any United States 
application(s), or § 365(c) of any PCT international application designating the United States of 
America, listed below and, insofar as the subject matter of each of the claims of this application is 
not disclosed in the prior United States or PCT International application in the manner provided by 
the first paragraph of Title 35, United States Code, § 1 12, I acknowledge the duty to disclose 
information which is material to patentability as defined in Title 37, Code of Federal Regulations, 
§ 1 .56 which became available between the filing date of the prior application and the national or 
PCT international filing date of this application. 



i U.S. Parent 
I Application Number 


PCT Parent 
Application Number 


Parent 
Filing Date 


Parent j 
Patent Number 




PCT/US00/04560 


2/22/2000 


f 
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Atty. Dkt. No. MBA1 100-1 
(037761-0215) 

I HEREBY APPOINT the following registered attorneys and agents of the law firm of FOLEY 
& LARDNER: 



WESLEY B. AMES 


Reg. No. 


40,893 


LEI FANG 


Reg. No. 


44,676 


KEVIN J. FORRESTAL 


Reg. No, 


45,861 


ANDREW EDWARD GRANSTON 


Reg. No. 


38,473 


LEE HSU 


Reg. No. 


39,716 


BERNARD L KLEINKE 


Reg. No. 


22,123 


STEPHEN E. REITER 


Reg. No. 


31,192 


RICHARD M, SAN PIETRO 


Reg. No. 


45,071 


STACY L TAYLOR 


Reg. No. 


34,842 


RICHARD J. WARBURG 


Reg. No. 


32,327 


ARTHUR A. WELLMAN JR. 


Reg. No. 


47,174 


MICHAEL A. WHITTAKER 


Reg. No. 


46,230 


BARRY S. WILSON 


Reg. No. 


39,431 



to have full power to prosecute this application and any continuations, divisions, reissues, and 
reexaminations thereof, to receive the patent, and to transact all business in the United States 
Patent and Trademark Office connected therewith. 

I request that all correspondence be directed to: 

Stephen E. Reiter 
FOLEY & LARDNER 
Customer Number: DelMar 

*DelMar* 

DelMar 

PATENT TRADEMARK OFFICE 

Telephone: (858) 847-6711 
Facsimile: (858) 792-6773 

I UNDERSTAND AND AGREE THAT the foregoing attorneys and agents appointed by me to 
prosecute this application do not personally represent me or my legal interests, but instead represent 
the interests of the legal owner(s) of the invention described in this application. 

i FURTHER DECLARE THAT all statements made herein of my own knowledge are true, and 
that all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 1 8 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 
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Atty. Dkt. No. MBA1 100-1 
(037761-0215) 



Name of first inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of second inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of third inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of fourth inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 



David W. Smith 



Madison, Connecticut 



U.S. 



29 Beckman Place 
Madison, Connecticut 06443 



Benito Munoz 



San Diego, California 



Canada 



10741 Frank Daniels Way 
San Diego, California 92131 



Kumar Srinivasan 



Chicago, Illinois 



India 



5107 S. Blackstone 
Chicago, Illinois 60615 



Carl P. Bergstrom 



Madison, Connecticut 



U.S. 



21 Paper Mill Drive 
Madison, Connecticut 06443 
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Name of ninth inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of tenth inventor 

Residence 

Citizenship 

Post Office Address 

inventor's signature 
Date 

Name of inventor 1 1 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of inventor 1 2 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 



Atty. Dkt. No. MBA1 100-1 
(037761-0215) 

Michael F, Parker 
Higganum, Connecticut 
U.S. 

45 Brainard Hill Road 

Higganum, Connecticut 06441 



Charles P. Sloan 



Wallingford, Connecticut 
Canada 

419 Ward Street 

Wallingford, Connecticut 06492 



Owen B. Wallace 



Zionsville, Indiana 



Ireland 

4341 Chase Circle 
Zionsville, IN 46077 



Henry Hui Wang 
Milford, Connecticut 
China 

58 Myrtlewood Drive 
Milford, Connecticut 06460 
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Atty. Dkt. No. MBA1 100-1 
(037761-0215) 



DECLARATION AND POWER OF ATTORNEY 

As a below named inventor, I HEREBY DECLARE: 

THAT my residence, post office address, and citizenship are as stated below next to my 

name; 

THAT I believe I am the original, first, and sole inventor (if only one inventor is named below) 
or an original, first, and joint inventor (if plural inventors are named below or in an attached 
Declaration) of the subject matter which is claimed and for which a patent is sought on the invention 
entitled 

NOVEL SULFONAMIDE COMPOUNDS AND USES THEREOF 



(Attorney Docket No. MBA1 100-1) 



the specification of which (check one) 

is attached hereto. 



X was filed on 08/07/2001 as United States Application Number 

09/890,927 . 

THAT I do not know and do not believe that the same invention was ever known or used by 
others in the United States of America, or was patented or described in any printed publication in 
any country, before I (we) invented it; 

THAT I do not know and do not believe that the same invention was patented or described in 
any printed publication in any country, or in public use or on sale in the United States of America, for 
more than one year prior to the filing date of this United States application; 

THAT I do not know and do not believe that the same invention was first patented or made 
the subject of an inventor's certificate that issued in any country foreign to the United States of 
America before the filing date of this United States application if the foreign application was filed by 
me (us), or by my (our) legal representatives or assigns, more than twelve months (six months for 
design patents) prior to the filing date of this United States application; 

THAT I have reviewed and understand the contents of the above-identified specification, 
including the claim(s), as amended by any amendment specifically referred to above; 

THAT I believe that the above-identified specification contains a written description of the 
invention, and of the manner and process of making and using it, in such full, clear, concise, and 
exact terms as to enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the invention, and sets forth the best mode contemplated by me 
of carrying out the invention; and 

THAT I acknowledge the duty to disclose to the U.S. Patent and Trademark Office all 
information known to me to be material to patentability as defined in Title 37, Code of Federal 
Regulations, §1.56. 
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Atty. Dkt. No. MBA1 100-1 
(037761-0215) 



I HEREBY CLAIM foreign priority benefits under Title 35, United States Code §1 19{a)-(d) or 
§ 365(b) of any foreign appiication(s) for patent or inventor's certificate, or §365(a) of any PCT 
international application which designated at least one country other than the United States of 
America, listed below and have also identified below any foreign application for patent or inventor's 
certificate or of any PCT international application having a filing date before that of the application 
on which priority is claimed. 



I Prior Foreign 
Application Number 


Country 


Foreign Filing Date 


Priority 
Claimed? 


Certified 

Copy 
Attached? 































I HEREBY CLAIM the benefit under Title 35, United States Code § 1 19{e) of any United 
States provisional application(s) listed below. 



U.S. Provisional Application Number 


Filing Date 


60/121,906 


02/26/1999 


60/122,746 


02/26/1999 


60/1 22,748 


02/26/1999 


60/130,994 


04/23/1999 


60/130,995 


04/23/1999 | 



I HEREBY CLAIM the benefit under Title 35, United States Code, §120 of any United States 
application(s), or § 365(c) of any PCT international application designating the United States of 
America, listed below and, insofar as the subject matter of each of the claims of this application is 
not disclosed in the prior United States or PCT International application in the manner provided by 
the first paragraph of Title 35, United States Code, § 1 1 2, I acknowledge the duty to disclose 
information which is material to patentability as defined in Title 37, Code of Federal Regulations, 
§ 1 .56 which became available between the filing date of the prior application and the national or 
PCT international filing date of this application. 



I U.S. Parent 

Application Number 


PCT Parent 
Application Number 


Parent 
Filing Date 


Parent 
Patent Number 




PCT/US00/04560 


2/22/2000 
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Atty. Dkt. No. MBA 1 100-1 
(037761-0215) 



I HEREBY APPOINT the following registered attorneys and agents of the law firm of FOLEY 
& LARDNER: 



\A/PC| FY R AMP'? 

VVL.OL.CT D. MiVICO 


nt?y. lvLl< 




LEI FANG 


Ron No 

i ivy ♦ n v ■ 


44,676 


KEVIN J. FORRESTAL 


Reg. No. 


45,861 


ANDREW EDWARD GRANSTON 


Reg. No. 


38,473 


LEE HSU 


Reg. No. 


39,716 


BERNARD L. KLEINKE 


Reg. No. 


22,123 


STEPHEN E. REITER 


Reg. No. 


31,192 


RICHARD M. SAN PIETRO 


Reg. No. 


45,071 


STACY L. TAYLOR 


Reg. No. 


34,842 


RICHARD J. WARBURG 


Reg. No. 


32,327 


ARTHUR A. WELLMAN JR. 


Reg. No. 


47,174 


MICHAEL A. WHITTAKER 


Reg. No. 


46,230 


BARRY S. WILSON 


Reg. No. 


39,431 



to have full power to prosecute this application and any continuations, divisions, reissues, and 
reexaminations thereof, to receive the patent, and to transact all business in the United States 
Patent and Trademark Office connected therewith. 

I request that all correspondence be directed to: 

Stephen E. Reiter 
FOLEY & LARDNER 
Customer Number: DelMar 

*DelMar* 

DelMar 

PATENT TRADEMARK OFFICE 

Telephone: (858)847-6711 
Facsimile: (858) 792-6773 

I UNDERSTAND AND AGREE THAT the foregoing attorneys and agents appointed by me to 
prosecute this application do not personally represent me or my legal interests, but instead represent 
the interests of the legal owner(s) of the invention described in this application. 

I FURTHER DECLARE THAT all statements made herein of my own knowledge are true, and 
that all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 
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Name of first inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of second inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of third inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of fourth inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 
Date 



Atty. Dkt. No. MBA1 100-1 
(037761-0215) 



David W. Smith 



Madison, Connecticut 



U.S. 

29 Beckman Place 
Madison, Connecticut 06443 



Benito Munoz 

San Diego, California 

Canada 

10741 Frank Daniels Way 
San Diego, California 92131 



Kumar Srinivasan 
Chicago, Illinois 
India 

5107 S. Blackstone 
Chicago, Illinois 60615 



Carl P. Bergstrom 
Madison, Connecticut 

21 Paper Mill Drive 
Madison, Connecticut 06443 
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Name of fifth inventor 

Residence 

Citizenship 

Post Office Address 

inventor's signature 
Date 

Name of sixth inventor 
Residence 
Citizenship 

Post Office Address 
Inventor's signature 
Date 

Name of seventh inventor 
Residence 
Citizenship 

Post Office Address 

Inventor's signature 
Date 

Name of eighth inventor 
Residence 
Citizenship 

Post Office Address 

Inventor's signature 
Date 




Atty. Dkt. No. MBA1 100-1 
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DECLARATION AND POWER OF ATTORNEY 

As a below named inventor, I HEREBY DECLARE: 

THAT my residence, post office address, and citizenship are as stated below next to my 

name; 

THAT I believe I am the original, first, and sole inventor (if only one inventor is named below) 
or an original, first, and joint inventor (if plural inventors are named below or in an attached 
Declaration) of the subject matter which is claimed and for which a patent is sought on the invention 
entitled 

NOVEL SULFONAMIDE COMPOUNDS AND USES THEREOF 



(Attorney Docket No. MBA1 100-1) 



the specification of which (check one) 

is attached hereto. 



X was filed on 08/07/2001 as United States Application Number 

09/890,927 . 

THAT I do not know and do not believe that the same invention was ever known or used by 
others in the United States of America, or was patented or described in any printed publication in 
any country, before I (we) invented it; 

THAT I do not know and do not believe that the same invention was patented or described in 
any printed publication in any country, or in public use or on sale in the United States of America, for 
more than one year prior to the filing date of this United States application; 

THAT I do not know and do not believe that the same invention was first patented or made 
the subject of an inventor's certificate that issued in any country foreign to the United States of 
America before the filing date of this United States application if the foreign application was filed by 
me (us), or by my (our) legal representatives or assigns, more than twelve months (six months for 
design patents) prior to the filing date of this United States application; 

THAT I have reviewed and understand the contents of the above-identified specification, 
including the claim(s), as amended by any amendment specifically referred to above; 

THAT I believe that the above-identified specification contains a written description of the . 
invention, and of the manner and process of making and using it, in such full, clear, concise, and 
exact terms as to enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the invention, and sets forth the best mode contemplated by me 
of carrying out the invention; and 

THAT i acknowledge the duty to disclose to the U.S. Patent and Trademark Office all 
information known to me to be material to patentability as defined in Title 37, Code of Federal 
Regulations, §1.56. 
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I HEREBY CLAIM foreign priority benefits under Title 35, United States Code §1 19(a)-(d) or 
§ 365(b) of any foreign application(s) for patent or inventor's certificate, or § 365(a) of any PCT 
international application which designated at least one country other than the United States of 
America, listed below and have also identified below any foreign application for patent or inventor's 
certificate or of any PCT international application having a filing date before that of the application 
on which priority is claimed. 



% ■ ■= 


Prior Foreign 
Application Number 


Country 


Foreign Filing Date 


Priority 
Claimed? 


Certified 

Copy 
Attached? 







































I HEREBY CLAIM the benefit under Title 35, United States Code § 1 19(e) of any United 
States provisional application(s) listed below. 



U.S. Provisional Application Number 


Filing Date 


60/121,906 


02/26/1999 


60/122,746 


02/26/1 999 


60/1 22,748 


02/26/1 999 


60/130,994 


04/23/1 999 


60/1 30,995 


04/23/1 999 



I HEREBY CLAIM the benefit under Title 35, United States Code, §120 of any United States 
application(s), or § 365(c) of any PCT international application designating the United States of 
America, listed below and, insofar as the subject matter of each of the claims of this application is 
not disclosed in the prior United States or PCT International application in the manner provided by 
the first paragraph of Title 35, United States Code, § 1 12, I acknowledge the duty to disclose 
information which is material to patentability as defined in Title 37, Code of Federal Regulations, 
§ 1 .56 which became available between the filing date of the prior application and the national or 
PCT international filing date of this application. 



U.S. Parent 
Application Number 


PCT Parent 
Application Number 


Parent 
Filing Date 


Parent 
Patent Number 




PCT/US00/04560 


2/22/2000 
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I HEREBY APPOINT the following registered attorneys and agents of the law firm of FOLEY 
& LARDNER: 



WESLEY B. AMES 


Reg. No. 


40,893 


LEi FANG 


Reg. No. 


44,676 


i\tvil\j J. runnC\5 f ML 


Reg. No. 


45,861 


ANDREW EDWARD GRANSTON 


Reg. No. 


38,473 


LEE HSU 


Reg. No. 


39,716 


BERNARD L. KLEINKE 


Reg. No. 


22,123 


STEPHEN E. REITER 


Reg. No. 


31,192 


RICHARD M. SAN PIETRO 


Reg. No. 


45,071 


STACY L. TAYLOR 


Reg. No. 


34,842 


RICHARD J. WARBURG 


Reg. No. 


32,327 


ARTHUR A. WELLMAN JR. 


Reg. No. 


47,174 


MICHAEL A. WHITTAKER 


Reg. No. 


46,230 


BARRY S. WILSON 


Reg. No. 


39,431 



to have full power to prosecute this application and any continuations, divisions, reissues, and 
reexaminations thereof, to receive the patent, and to transact all business in the United States 
Patent and Trademark Office connected therewith. 

I request that all correspondence be directed to: 

Stephen E. Reiter 
FOLEY & LARDNER 
Customer Number: DelMar 

*DelMar* 

DelMar 

PATENT TRADEMARK OFFICE 

Telephone: (858) 847-671 1 
Facsimile: (858) 792-6773 

I UNDERSTAND AND AGREE THAT the foregoing attorneys and agents appointed by me to 
prosecute this application do not personally represent me or my legal interests, but instead represent 
the interests of the legal owner(s) of the invention described in this application. 

I FURTHER DECLARE THAT all statements made herein of my own knowledge are true, and 
that all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 
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Name of first inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 

Date 

Name of second inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 

Date 

Name of third inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 

Date 

Name of fourth inventor 

Residence 

Citizenship 

Post Office Address 

Inventor's signature 

Date 



David W. Smith 



Madison, Connecticut 



U.S. 



29 Beckman Place 
Madison, Connecticut 06443 



Benito Munoz 



San Diego, California 



Canada 



10741 Frank Daniels Way 
San Diego, California 92131 



Kumar Srinivasan 



Chicago, Illinois 



India 



5107 S. Blackstone 
Chicago, Illinois 6061 5 



Carl P. Bergstrom 



Madison, Connecticut 



U.S. 



21 Paper Mill Drive 
Madison, Connecticut 06443 
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Name of fifth inventor 
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Name of sixth inventor 

Residence 
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Inventor's signature 
Date 

Name of seventh inventor 
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Date 

Name of eighth inventor 

Residence 
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Post Office Address 

inventor's signature 

Date 



Prasad V. Chaturvedula 



Cheshire, Connecticut 
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U.S. 



44 Field Brook Road 
Madison, Connecticut 06443 



Daniel J. Keavy 



Kiilingworth, Connecticut 



U.S. 



286 Route 81 

Killingworth, Connecticut 0641 9 



Wai Yu Lau 



Meriden, Connecticut 



Hong Kong 



657 East Main Street, Apt. C20 
Meriden, Connecticut 06450 
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